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the tissue by not spraying for more than 3 seconds, at a distance not less than 6 inches. Contents are under pressure, Do not 
puncture. Do not store or use near open flame or heat. Do not expose to temperatures above 120^ F Keep out of reach of 
children. Never throw container into fire or incinerator. Precautions: If irritation or sensitization develops with the use of 
VALISONE products, treatment should be discontinued and appropriate therapy instituted. In the presence of infection, the use of 
an appropriate antifungal or antibacterial should be instituted. If favorable response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been adequately controlled. If extensive areas are treated, or if the occlusive 
technique is used, the possibility exists of sufficient systemic absorption to produce adrenal suppression and systemic corticosteroid 
effects may occur; suitable precautions should be taken. In a few cases, ulceration has been reported with the use of topical 
steroids for skin conditions involved with impaired circulation (i.e., stasis dermatitis). Usage in Women of Childbearing Age: The 
use of any drug during pregnancy and the lactation period or in women of childbearing age requires that the potential benefits 
of the drug be weighed against the possible hazards to the fetus or infant. Topical corticosteroids have not been reported to have 
an adverse effect qn the fetus, but the safety of their use in pregnant patients has not been definitely established. They should not be 
used extensively or for prolonged periods of time in pregnant patients, unless the condition requiring treatment warrants the risk. 
VALISONE products are not for ophthalmic use. Adverse Reactions: The following adverse reactions have been reported with 
topical corticosteroids: burning, itching, irritation, dryness, folliculitis, hypertrichosis, acneform eruptions, and hypopigmentation. 
The following may occur more frequently with occlusive dressings than without such therapy: maceration of the skin, secondary 
infection, atrophy of the skin or subcutaneous tissues, striae, miliaria. Dosage and Administration: VALISONE Cream, Ointment, 
^ and Reduced Strength Cream are applied as a thin film over the affected skin areas one to three times a day. Clinical studies of 
VALISONE have indicated that dosage once or twice a day is often feasible and effective. VALISONE Reduced Strength Cream has 
‘an aqueous, hydrophilic base that softens and moisturizes the skin. Although occlusive dressings are required infrequently. they | 
-^tnay enhance therapeutic efficacy in certain refractory lesions of psoriasis and other dermatoses that are difficult to treat. Apply a 
few drops of VALISONE Lotion to the affected area of the scalp and massage lightly until it disappears. Apply twice daily, in the 
morning and at night. Dosage may be increased in stubborn cases; following improvement, apply once daily. Apply VALISONE 
- Aerosol three to four times a day. The container may be held upright or inverted during use. The spray should be directed onto 
the affected area from a distance of approximately 6 inches and applied for only 3 seconds. For more complete details, consult 
'ekage insert or Schering literature available from your Schering Representative or Professional Services Department, 
-ing Corporation, Kenilworth, New Jersey 07033, MARCH 1974 
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your 
Benzoyl Peroxide Therapy 
to guarantee fully 
potent and effective 
mecication at time 
of application. 


The fresh addition of 
VANOXIDE) 


‘Nin, SOTION eo 
a “Hee Maing Benzoyl Peroxide 35% and Calcium 
assures PLOGUCE POCA E cen aaron ma 
? ' /rOxyquinoline 0.25% and Benzoy! 
‘t Within 3 Months of Dispensing ju 


. . è ^ TÍN Diranas 
inte 2r Ity pur Ity quality | reg OA — An aid in the treatment of Act? | 
K i i ; tial thin film once or twice daily. is nn | 
| E 78 othe, S Only. Shake Well Before Using. "e 
satety and efficacy. er medications out nf the reach d -—. 
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WHERE RESEARCH AND ECONOMY COME FIRST! Place 
Fort Washington, Pa. 19034 
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“Tt seems clear...that there 
is no difference in treatment 


time or degree of efficacy 
for either the 1% or the 5% 
fluorouracil cream? 


Actinic keratosis exhibits an equivalent clinical response 
to 1% Fluoroplex® (fluorouracil) Cream and the commer- 
cially available 5% fluorouracil cream as demonstrated 
in a recent double blind, bilaterally paired clinical investi- 
gation conducted on 16 patients‘) 
Patients treated on alternate sides of the face with 

% fluorouracil (Fluoroplex) Cream and the 5% cream 
showed no significant differences in treatment time 
required, reaction produced or therapeutic result. 





Study. Sixteen patients with a diagnosis of actinic keratosis were selected from a 
clinical pragtice. The medications (1% Fluoroplex Cream and the 5% fluorouracil 
cream) were supplied in blind labeled 30 gm. tubes. Patients were given application 
instructions and asked to return at 7 day intervals. Treatment was stopped on both 
sides when, in the judgment of the investigator, the keratoses had been destroyed. 


_, Conclusion. The results of this study in the words of the investigator, *... clearly illus- 
trate the equivalent effect produced by 1% 5-fluorouracil and the 5% 5-fluorouracil: 


>d 


) 


5% Fluorouracil is 4% wasted. 





1% Fluoreplex® Cream. Note the homogeneity of the cream and lack of Commercial 5% fluorouracil cream. Note the relative non-homogeneity and 
crystalline fragments. (Photomicrograph taken at 135x magnification.) the presence of many insoluble crystalline fragments. (Photomicrograph taken 
at 135x magnification.) 


Fluoroplex...1% Fluorouracil Plus a Superior Base Formulation. The apparent 
clinical equivalence of Fluoroplex Cream and the commercially available 5% fluor- 
ouracil cream tested may be due to the unique Fluoroplex base formulation. 
Fluoroplex Cream is a completely homogeneous emulsion containing 1% fluorouracil 
solubilized prior to compounding. 

Xecent investigations with other drug entities point clearly to the importance 
of base formulation “:..only the solubilized drug molecules can diffuse within the 
vehicle and contribute significantly to the release rate. In terms of efficacy then, 
there is a distinct advantage in completely solubilizing the drug" ® 

The photomicrographs above visually demonstrate the difference. 

And Fluoroplex Costs Your Patients Less. In fact Fluoroplex offers the lowest 
cost per gram of all prepared topical fluorouracil products 
When prescribing potent antimetab- 
olite therapy for actinic keratosis, 
shouldn't you choose Fluoroplex, 
the lowest effective concentration ? 





Division of Allergan Pharmaceuticals, Irvine, California 92664 Please see the following page for full prescribing information. 


H: . S. Herbert Laboratories 


1. W.L. Simmonds, M.D., Ph.D., Cutis 12(4):615-617 Oct.. 1973 2, James Ostrenga, Ph.D., et al., J. Invest. Dermatol., 56:395 May, 1971. 3. Cost data taken from Drug Topics Red Book, 1973. 


5% Fluorouracil 
is 4% wasted. 





Description Fluoroplex® (fluorouracil 1% Topical Cream is a stable, standardized 
cream formulation of fluorouracil in an emulsion base with the following formula: 
fluorouracil........ lek clean TOW E ET ONES v 
with: ethoxylated stearyl alcohol, mineral oil, isopropyl myristate, sodium hydrox- 
ide, purified water. 

Fluoroplex (fluorouracil) 1% Topical Solution is a stable, standardized solution 
of fluorouracil in a clear propylene glycol base with the following formula: 


purified water. 

Fluorouracil is a modified pyrimidine similar to uracil and thymine, with whose 
metabolism it competes. It is a white crystalline substance with a melting point 
of 283 €29C., an empirical formula of CH;FN;O, and a molecular weight of 
130.08. It has a characteristic ultraviolet absorption maximum at 266 +1 milli- 


microns in O.IN HCl. 


Actions There is evidence that fluorouracil (or its biological metabolites) blocks 
the methylation reaction of deoxyuridylic acid to thymidylic acid. In this fashion 
fluorouracil interferes with the synthesis of deoxyribonucleic acid (DNA) and 

to a lesser extent inhibits the formation of ribonucleic acid (RNA). 





Indications Fluoroplex (fluorouracil) 1% Topical Solution and Fluoroplex 


] You know 
(fluorouracil 1% Topical Cream are indicated for the topical treatment of multiple eas 3 
actinic (solar) keratoses. It & m e d B cate d " 


Contraindications. Should not be used in patients with known hypersensitivity 
to any of the components of the drug. 


it el 
Warnings 1) If an occlusive dressing is used there may be an increase in the Sh e k n OWS it S marv O u S e 


incidence of inflammatory reactions to the adjacent normal skin. 2) The patient 
should avoid prolonged exposure to sunlight or other forms of ultraviolet irra- 
diation during treatment with Fluoroplex as the intensity of the reaction may 


Some medicated shampoos leave out the most im- 


be increased. portant ingredient in helping the control of sebor- 

Use in Pregnancy: Safety for use in pregnancy has not been established. rhea, dandruff and other scalp and hair problems: 
Precautions The medication should be applied with care near the eyes, nose patient acceptance. 
and mouth. Excessive reaction in these areas may occur due to irritation from ith OW? d h b iful 
accumulation of drug. To rule out the presence of a frank neoplasm, a biopsy Not so with nu-FL Y produces suc eautitu 
should be made of those areas failing to respond to treatment or recurring after results that your patients forget its a medicated 
treatment. product. : 


Adverse Reactions Pain, pruritus, burning, irritation, inflammation and 
dermatitis have been reported. Occasionally, hyperpigmentation and scarring z 
i 
= 


Acceptance during a study 
was reported in a study of 429 
test cases as "excellent", re- 
sulting in patient cooperation. 
Consequently, the nu-FLOW 
formulation, conta ning 2% 
parachlorometazylenol, elim- 
inated complaints of itching 
scalp, brittle hair and ab- 
normal hair loss within four 
weeks in most cases. 


have also been reported. 


Dosage and Administration The patient should be instructed to apply 
sufficient medication to cover the entire face or other affected areas. 

Apply medication twice daily with non-metallic applicator or fingertips and 
wash hands afterwards. A treatment period of 2-6 weeks is usually required. 

Increasing frequency of application and a longer period of administration with 
Fluoroplex may be required on areas other than the head and neck. 

When Fluoroplex is applied to keratotic skin a response occurs with the 
following sequence: erythema, usually followed by scaling, tenderness, erosion, 
ulceration, necrosis and re-epithelization. When the inflammatory reaction reaches 
the erosion, necrosis and ulceration stage, the use of the drug should be termi- 
nated. Responses may sometimes occur in areas which appear clinically normal. 
These may be sites of subclinical actinic (solar) keratoses which the medication 
is affecting. 


How Supplied Fluoroplex (fluorouracil) 1?» Topical Solution is available in nu- F LOW — P | easant | y h a b it- fo rmin 8 e 
30cc plastic dropper bottle. On prescription only. 

Fluoroplex (fluorouracil) 1% Topical Cream is available in 30 gm. tube. 
On prescription only. 











For samples and literature, write ) 


| Flow Pharmaceuticals, inc. 
/ Palo Alto, CA 94303 


TJames, Arthur P. R., and James, M. Brodie: CUTIS, 
6:1219-20, 1970. 


NY 


G. S. Herbert Laboratories 


Division of Allergan Pharmaceuticals, Irvine, California 92664 
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LFACET- HC 


LOTION 


» S Sodium Sulfacetamide, Prior m degen 
3 powder from Vial to Lotion. The compiere 
M Sulfacetamide 10%. Hydrocortisone ^: 
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Soft as a Fleecy Cloud. 


SULFACET-HC 





Sodium Sulfacetamide 10%, Hydrocortisone Alcohol 1/296 


, Sulfur Colloid 596 


Drying without Irritation. 


SULFACET-HC*— unsurpassed anti-microbial and anti-seborrheic acne lotion. 


DESCRIPTION ‘As ls: kon 


Hydrocortisone: 5%W 
Sodium Sulfacetamide 10.0%W/V 
Sulfur Colloid 5.0%W/V 


in a water-waslab!e lotion containing purified water, zinc 
oxide, talcum, prepyleme glycol, titanium dioxide, natural 
clays, fatty acid amide, iron oxides, ethoxylated esters, 
natural and syathetic sums, organic salts, sodium chlor- 
ide and bisulfite, sequestrant, butyl and methyl parabens 
and 2-Bromo-2 nitroprcpan-1,3-diol. 

ACTIONS — Keratolytic, peeling, drying and antisebor- 
rheic action. 

INDICATIONS — Acme vulgaris, acne rosacea and sebor- 
rheic dermatitis. 

CONTRAINDICATIONS — Topical steroids are contra- 
indicated in viral disesses of the skin such as varicella 
and vaccinia. Tepical steroids are contraindicated in 
those patients wth a history of hypersensitivity to any 
of the components of the preparation. This preparation 
is not for ophthalmic use, Topical steroids should not be 
used when circulation :s markedly impaired or in patients 


with kidney disease or those who have previously exhib- 
ited sensitivity to sulfonamides. 
WARNINGS — USAGE IN PREGNANCY: Although 
topical steroids have not been reported to have an ad- 
verse effect on the fetus, the safety of their use in 
pregnant females has not been absolutely established. 
Therefore, they should not be used extensively on preg- 
nant patients or in large amounts or for prolonged 
periods of time. 

PRECAUTIONS — For External Use Only. Keep Away 
From Eyes. Sensitivity to sulfacetamide may occur. Cau- 
tion and careful supervision should be observed when 
prescribing these drugs for patients who may be prone 
to hypersensitivity to topical sulfonamides, particularly 
if areas of denuded or abraded skin are involved. If 
irritation develops, the product should be discontinued 
and appropriate therapy instituted. In the presence of 
an infection, the use of the appropriate antifungal or 
antibacterial agents should be instituted. If a favorable 
response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been ade- 
quately controlled. If extensive areas are treated or if 


the occlusive technique is used, the possibility exists 
of increased systemic absorption of the corticosteroid 
and suitable precautions shoifld be taken. 

ADVERSE REACTIONS — The following local adverse 
reactions have been reported with topical corticosteroids, 
either with or without occlusive dressings: burning sen- 
sations, itching, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, hypertrichosis, acneform 
eruption and hypopigmentation. Hypersensitivity to the 
sulfonamides indicated by previous toxic reaction such 
as agranulocytosis, acute hemolytic anemia, purpura 
hemorrhagica, drug fever, jaundice or contact dermatitis. 
DOSAGE AND ADMINISTRATION — Apply a small 
quantity to the affected. areas two to three times daily. 
The skin should be thoroughly cleansed and applications - 
blended in with light massaging. Consult physician: for- 
advice on diet and other factors in control of acne. — 
HOW SUPPLIED — Lotion, bottles, 1 oz, and 2 oz. < 
dispensed. 

CAUTION — U.S. Federal law prohibits dispensing w 
out prescription. 


WHERE RESEARCH AND ECONOMY COME FIRST! Fort Washington, Pa. 19034. 


. A Full 20% Urea 


(That's the difference in Carmol*) 


The Carmol Cream base is a blend of emollients with their own special moisturizing prop- 
erties. But what sets Carmol apart is the full 20% urea that gives it a hydrating and softening 
effect all its own. Particularly when hyperkeratosis is part of the dry skin picture, let your 
patients experience the benefits of something extra...a full 20% urea. Carmolis non-lipid 
and hypoallergenic, a stable emollient cream without lanolin, sensitizing preservatives or 
mineral oil. "Available in 3 oz tubes and in 1 Ib jars that offer real savings for your patients. * 


CARMOL 


“am Pharmaceutical Company, San Francisco 94111 





Current Clinical Approaches 
to Microbial Infections 
of Skin and Soft Tissue 


, In dermatologic patients 
. you see every day... 
= Differential diagnosis? 


a — 
Acne vulgaris — folliculitis 


— acne rosacea 
— acne excoriée des jeunes filles 
— drug acne (steroid folliculitis) 
— Occupational acne 

— tropical acne 





" — acne conglobata 
m Several predisposing factors: 
race (more prevalent in Occidentals),? 
heredity, imbalance of sex hormones, 
diet may predispose to severity? 
m Females affected longer:? 
— in women, acne may persist 
^ NN through age 30 and beyond 
i Before After 12 weet : i 
* MINOCIN therapy MINOCIN theraps, — involution of disease generally 
before age 20 
Appearance of acne 
(MINOGIN dosage: 20D mg = Implication of lipids:' 
initially, followed by 100 mg free fatty acids, in part produced by 


q. 12 h.) action of bacterial lipases, are thought 


to be primary cause of irritation 
In acne 


= Lesions highly susceptible:^ 
d acnelesions, especially in acute stage, 
are prone to staphylococcal infection 


gm Infection common in males:? 
severe staphylococcal infection of 
acne rather common; higher inci-;. 
dence in males* TREO 


*When bacteriologic testing indicates appropriate susceptibility of 
the causatiwe pathogen to MINOCIN Minocycline HC! 


TTetracyciin-s are not the drug of choice in the treatment of any type 
of staphylo«occal infection. MINOCIN is indicated for treatment 
of Staphylococcus aureus skin and soft tissue infections only when 
bacteriologzc tests indicate appropriate susceptibility to the drug 


Before prescribing MINOCIN, please see a 
summary of product information on last page 
E. J! advertisement 





...and in dermatologic patients E 


you sometimes see 


Acute epidermal necrolysis 


Scalded skin syndrome— 
Staphylococcus aureus+' 


= d.7 E 
4 £ + Pewee Yle D 
f » Ded He 7% 


Appearance in an adult diabetes mellitus patient 


allergic to penicillin. Cultures positive for 
Staphylococcus aureus were more sensitive to 
minocycline than to other antibiotics tested. 


(MINOCIN dosage: 200 mg initially, followed by 


100 mg q. 12 h.) 





Appearance on discharge; cultures negative for 
Staphylococcus aureus. 





= Differential diagnosis: 


— erythema multiforme? 

— Stevens-Johnson syndrome® 
— dermatitis herpetiformis® 

— bullous pemphigoid® 


= Diagnostic signs? 

— appearance and painfulness of 
eruption similar to scalding 

— massive epidermal necrosis 

— positive Nikolsky sign (epidermolysis) 


8 Early diagnosis important: 
average fatality rate above 2095 


= More common in children and 
blacks: 

— affects both sexes in all races, but 
seems to have a higher incidence 
in blacks 

— appears to be more common in chil- 
dren although cases in elderly 
patients are not rare 


= Bacterial in 25% 
of cases: 
especially phage type 71 Staphylo- 
coccus aureus? (only 2596 of cases 
attributable to drug reactions; remaining 
50% believed due to various hypersen- 
sitivities and viral infections) 


= Usually penicillin-resistant staph:? 
staphylococcal infections often 
penicillin-resistant 


m Drugs most commonly implicated:® 
penicillin, sulfonamides, phenyl- 
butazone, phenolphthalein, antipyrine 


Demonstrated in clinical trials: 





* MiNOCIN effected satisfactory clinical 

^. response in skin/soft tissue infections due to 

Staphylococcus aureus in 24 of 25 patients*'! 

$* 
~ In dermatologic 
DIAGNOSIS Patients p ati ents you see 
p i T | 54 | and th OSE YOu 
- Bo sometimes see 
dee E , ~ e 
B Minocin 

; 3 


UE MINOCYCLINE HCI 


EI 

TTetracyclines are not the drug of choice in the treatment of any type 

of staphylocoecal infection M!NOCIN is indicated for treatment € Vel less 
of Staphylococcus aureus Skircand soft tissue infections only when 


bacteriologic tests indicate appropriate susceptibility to the drug 


“When bacteri »logic testing indicates appropriate susceptibility of causative 
/ 


tUnspecified 





B In additional trials: 
— MINOCIN resolved skin/soft tissue 
* infections due to Staphylococcus 
aureus in 12 of 13 patients" 
— MINOCIN elicitec satisfactory response 
In 25 of 33 patients with tetracycline- 
unresponsive acne vulgaris’ 


m Usual adult I.V. and oral dosages 
regardless of severity of infection: 
200 mg initially, 100 mg q. 12 h. Alterna- 
tively, if more frequent oral doses are 
preferred, or more finite dosage titration 
desired, 2 or 4 50-mg capsules may be Before prescribing MINOCIN, please see a summary 
given initially followed by one 50- mg of product information on last page of advertisement. 
capsule 4 times daily bale eise iU : 
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In dermatologic patients 
you see every day... 
and those you sometimes see 


Affirm 9 D smi 
CAPSULES. 100 mg and 50 mg 
SYRUP: 50mg/5 cc 
INTRAVENOUS 100 mg/vial 


MINOCYCLINE HCI | 


Effectiveness 


E Penetrates skin, muscle, sebum, sweat” 


B Effective against skin and soft tissue 
infections caused by susceptible 
common and uacommon pathogens* 


E Oral MINOCIN eliminates N. meningiti- 
dis from nasopharynx of asymptomatic 
carriers: 100 mg q. 12 h. for 5 days. 
(Oral minocycline is not indicated for 
the treatment of meningococcal 
infection) 

B if renal impairment exists, lower than 
usual total doses are indicated. (See 
WARNING in Package Insert) 


Enamel hypoplasia/tooth staining can 

occur in children under eight 

No photosensitivity to date 

Lightheadedness that may occur is tran- 

sient, disappearing during therapy or 

always after therapy is completed 

B Well absorbed even with food and dairy 
products 


References: 

1. Dataon file, Lederle Laboratories 

2 Strauss JS: Diseases of sebaceous glands. in Dermatology in 
General Medicine, edited by Fitzpatrick TB, et al. New York, 
McGraw-Hill Book Company, 1971, pp. 353-373 

3 Domonkos AN: Andrews Diseases of the Skin. Clinical Derma- 
tology, ed 6. Philadefphia, W.B Saunders Company. 1971, chap. 13. 
pp. 254-271. 

4. Fekety RR Jr: Staphylococcal infections. in Cecil-Loeb Textbook of 
Medicine, edited by Beeson PB. McDermott W. ed 13. Philadelphia 
W.B. Saunders Company, 1971. pp 531-533 

5 LyelkA: Toxic.epidermal necrolysis. in Dermatology in General 
Medicine, edited by FitzpatrickTB. et al. New York, McGraw-Hill 
Book Company. 1971. pp. 607-608 

6. Bailey G. Rosenbaum JM, Anderson B: Toxic epidermal necrolysis 


JAMA TAINS | 10, Mar 22. 1965 
7 JeffersonJ: Lyell stoxic epidermal necrolysis: A staphylococcal 


DUREE Med J 2:802-804, Jun 24, 1967 
8. Koblenzer PJ: Acute epidermal necrolysis (Ritter-Lyell) Arch 
Dermatol 95:608-617, Jun 1967 
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ot been directly correlated with specific therapeutic effects 


riologic testing indicates appropriate susceptibility of causative pathogens to 
-———— hix Ld 1 


MINOCIN' Minocycline HCI 
Oral and Intravenous 


Indications: For the treatment of susceptible infections, e.g. E. coli, 
D. pneumoniae. For full list of approved indications consult labeling 


Contraindications: Hypersensitivity to any tetracycline 


Warnings: Intravenous use. particularly in pregnancy. in daily doses exceeding 
2 grams has been associated with deaths through liver failure When need for 
intensive treatment outweighs potential dangers, perform renal and liver func- 
tion tests before and during therapy, also follow serum concentrations In renal 
impairment, usual doses may lead to excessive accumulation and !rver toxicity 
Under such conditions, use lower total doses. and. in prolonged therapy. deter- 
mine serum levels This hazard is of particular importance in | V use in pregnant 
or postpartum patients with pyelonephritis In such cases. the blood level should 
not exceed 15 mcgm/ml. and liver function tests should be made at frequent 
intervals. Do not prescribe other potentially hepatotoxic drugs concomitantly 
The use of tetracyclines during tooth development (last half of pregnancy. in- 
fancy and childhood to the age of 8 years) may cause permanent discoloration 
of the teeth (yellow-gray-brown) This is more common during long-term use but 
has been observed following repeated short-term courses Ename! hypoplasia 
has also been reported Tetracyclines. therefore. should not be used in this age 
group unless other drugs are not likely to be effective or are contraindicated 
Photosensitivity manifested by an exaggerated sunburn reaction has been 
observed in some individuals taking tetracyclines Advise patients apt to be 
exposed to direct sunlight or ultraviolet light that such reaction can occur. and 
discontinue treatment at first evidence of skin erythema Studies to date indi- 
cate that photosensitivity does not occur with MINOCIN minocyeline HCI. In 
patients with significantly impaired renal function, the antianabatic action of 
tetracycline may cause an increase In BUN leading to azotemia hyperphospha- 
temia. and acidosis. CNS side effects (lightheadedness, dizziness. vertigo) 
have been reported, may disappear during therapy, and always disappear rap- 
idly when drug is discontinued Caution patients who experience these symp- 
toms about driving vehicles or using hazardous machinery while taking this 
drug Pregnancy: In animal studies, tetracyclines cross the placenta, are found 
in fetal tissues, and can have toxic effects on the developing fetus (often relate: 
to retardation of skeletal development) Embryotoxicity has beensnoted in an- 
imals treated early in pregnancy. Newborns, infants and children: AI! tetra- 
cyclines form a stable calcium complex in any bone-forming tissue Prematures. 
given oral doses of 25 mg /kg. every 6 hours. demonstrated a decrease in fibula 
growth rate. reversible when drug was discontinued Tetracyclines are present 
in the milk of lactating women who are taking a drug in this class 


Precautions: Use may result in overgrowth of nonsusceptible organisms. includ- 
ing fungi If superinfection occurs, institute appropriate therapy In venereal 
diseases when coexistent syphilis iS suspected. darkfield examination should 
be done before treatment is started and blood serology repeated menthly for 
at least four months. Patients on anticoagulant therapy may require downward 
adjustment of such dosage Test for organ system dysfunction (e.g . renal, 
hepatic and hemopoietic) in long-term use. Treat all Group A beta-hemolytic 
streptococcal infections for at least 10 days. Avoid giving tetracycline in Con- 
junction with penicillin 


Adverse Reactions: GI: (with both oral and parenteral use): Anorexia, nausea, 
vomiting. diarrhea, glossitis, dysphagia. enterocolitis, inflammatorwiesions (with 
monilial overgrowth) in anogenital region. Skin: Maculopapular and erythem- 
atous rashes. Exfoliative dermatitis (uncommon). Photosensitivity IS discussed 
above (“Warnings”). Renal toxicity: Rise in BUN., dose-related (See Warnings: ) 
Hypersensitivity reactions: Urticaria, angioneurotic edema, anapnylaxis, ana- 
phylactoid purpura, pericarditis, exacerbation of systemic lupus erythematosus 
In young infants. bulging fontanels have been reported following fuil therapeutic 
dosage. disappearing rapidly when drug was discontinued Blood: Hemolytic 
anemia. thrombocytopenia, neutropenia, eosinophilia. CNS: (See “Warnings. ) 
When given in high doses, tetracyclines may produce brown-black microscopic 
discoloration of thyroid glands, no abnormalities of thyroid function studies 
are known to occur 


NOTE: Concomitant therapy: Antacids containing aluminum, calcium. or mag- 
nesium impair absorption; do not give to patients taking oral minocycline 
Studies to date indicate that absorption of MINOCIN is not notably influenced 
by foods and dairy products 


E> LEDERLE LABORATORIES 
A Division of American Cyanamid Company 
Pearl River, N Y. 10965 





ion of Minocycline HCI has been shown to occur in several tissues of various organ 
ved from the pharmacologic trial in patients scheduled for various types of elective surgery 
tration is regarded as essential to therapeutic efficacy but specific penetration 
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See last page of this advertisement for 
prescribing information. 
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We challenged the 
leading topical steroid 
against the toughest 
dermatitis—psoriasis. 





Halcinonide 
Cream 01% 


New, not just to be 


different. 71 
New to be better. > 





The challenge: Psoriasis 
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..higher 


In psoriasis (treated 

without occlusive dressing), 
more than three times | 
as many superior 
responses as with the Li 
leading topical steroid: 


valerate 0.196 Cream 0.190 Cream 494 patients. Remaining patients (221) either ) 


| Betamethasone-17- [| 65s Cream *Based on double-blind, paired comparisons of 
superior superior responded equally (200) or to neither drug (21). 









See last page of this advertisement for 
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Cream 01% 





In psoriasis 

(treated without 

occlusive dressing), 
+ Superior results 

evident 

within one week: 





After one week’s therapy, After one week’s therapy, *Of the 482 patients followed-up after 
& alcinonide betamethasone-17-valerate one week's therapy, 212 responded equally to = . 
: 1% Cream superior. 0.1% cream superior. both drugs while 19 responded to neither. c 3 
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* Based on double-blind, paired comparisons. 


The following patients in each series 
either responded equally or tc neither drug: 
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Neurodermatitis, 
without occlusion 
Neurodermatitis, 
with occlusion 
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Overall results compared to the leading topical steroid" 
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Betamethasone-17- Halcinonide See last page 3 
valerate 0.1% Cream 0.1% Cream of this advertisement f 
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Range 75-91% depending upon dermatosis 
and use of occlusion. 


From a total of 2839 patients (both in the 

U.S. and in foreign countries) evaluated for 
safety, 150 experienced local side reactions; 
107 patients had reactions to halcinonide 
cream alone, 21 patients had reactions to 
placebo or to a comparison drug alone, and 
22 other patients had reactions to a com- 
parison drug or to placebo and halcinonide 
cream. Transient stinging and burning was 
the side effect in the majority of cases. 


HALOG' Cream (Halcinonide Cream 0.1%) 


DESCRIPTION 

Halog Cream (Halcinonide Cream 0.195) con- 
tains the active synthetic corticosteroid 
halcinonide. The chemical name is 21-chloro- 
9-fluoro-118, 16a, 17-trihydroxypregn-4-ene- 
3,20-dione, cyclic 16,17-acetal with acetone. 
Each gram of Halog Cream contains 1 mg. 
halcinonide (0.196) in a specially formulated 
cream base consisting of glyceryl mono- 
stearate N.F. XII, cetyl alcohol, myristyl 
stearate, isopropyl palmitate, polysorbate 60, 
propylene glycol, and purified water. 


ACTIONS 

Halog Cream (Halcinonide Cream 0.1%) is 
primarily effective because of its anti-inflam- 
matory, anti-pruritic and vasoconstrictive 
actions. 


INDICATIONS 

Halog Cream (Halcinonide Cream 0.1%) is 
intended for topical application for adjunctive 
therapy and symptomatic relief of inflamma- 
tory manifestations of acute and chronic 
corticosteroid responsive dermatoses. 


CONTRAINDICATIONS 

Topical steroids are contraindicated in 
vaccinia, varicella, and in those patients with 
a history of hypersensitivity to any of the 
components of the preparation. This prepara- 
tion is not for ophthalmic use. 


PRECAUTIONS 
General 
*ocal infection exists, suitable concomitant 
'imicrobial or antifungal therapy should be 
3in/^»d. If a favorable response does not 
iptly, application of the corticoste- 
be discontinued until the infection 
ily controlled. 
"systemic side effects associated 


Halog Cream 


Halcinonide 
Cream 01% _ 


8496 excellent/ 
good responses 


in clinical trials 
on 1931 patients 


Patients 
Fair/poor 


with absorption of topical corticosteroid 
preparations are rare, their possible occur- 
rence must be kept in mind when these 
preparations are used over large areas or for 
an extended period of time. 

If irritation or sensitization develops, the 
preparation should be discontinued and 
appropriate therapy instituted. 

Although topical steroids have not been 
reported to have an adverse effect on preg- 
nancy, the safety of their use during pregnancy 
has not been absolutely established; therefore, 
they should not be used extensively on 
pregnant patients, in large amounts, or for 
prolonged periods of time. 


Occlusive Dressing Technique 
The use of occlusive dressing increases the 
percutaneous absorption of corticosteroids; 
their extensive use increases the possibility 
of systemic effects. For patients with exten- 
sive lesions it may be preferable to use a 
sequential approach, occluding one portion of 
the body at a time. The patient should be kept 
under close observation if treated with the 
occlusive technique over large areas and over 
a considerable period of time. Occasionally, 
a patient who has been on prolonged therapy, 
especially occlusive therapy, may develop 
symptoms of steroid withdrawal when the 
medication is stopped. Thermal homeostasis 
may be impaired if large areas of the body are 
covered. Use of the occlusive dressing should 
be discontinued if elevation of the body tem- 
perature occurs. Occasionally, a patient may 
develop a sensitivity reaction to a particular 
occlusive dressing material or adhesive and a 
substitute material may be necessary. 

If infection develops, discontinue the use of 
the occlusive dressing and institute appro- 
priate antimicrobial therapy. 


ADVERSE REACTIONS 
The following local adverse reactions have 
been reported with topical corticosteroids: 


Well tolerated 


in more than 95% 
of 2839 patients’ 


Local reactions 
(only) to Halcinonide 
Cream 01% 


14.5% 


burning, itching, irritation, striae, skin atrophy. 
secondary infection, dryness, folliculitis, 
hypertrichosis, acneform eruptions, and hypo- 
pigmentation. The following may occur more 
frequently with occlusive dressings: macera- 
tion of the skin, secondary infection, skin 
atrophy, striae, and miliaria. Contact sensitivity 
to a particular dressing material or adhesive 
may occur occasionally (see PRECAUTIONS). 


DOSAGE AND ADMINISTRATION 

Apply Halog Cream (Halcinonide Cream 0. 1%) 
to the affected area 2 to 3 times daily. Rub 

in gently. 


Occlusive Dressing Technique 

Particularly resistant lesions of chronic 
dermatoses such as psoriasis and neuro- 
dermatitis may require the use of Halog Cream 
(Halcinonide Cream 0.1%) under occlusive 
dressings. Gently rub asmall amount of the 
cream into the lesion until it disappears. 
Reapply the preparation leaving a thin coat- 
ing on the lesion and cover with a pliable 
nonporous film. The frequency of changing 
dressings is best determined on an individual 
basis. Good results have been obtained by 
applying the cream under an occlusive dress- 
ing in the evening and removing the dressing 
in the morning (i.e., 12-hour occlusion). When 
utilizing the 12-hour occlusion regimen, addi- 
tional cream should be applied, without 
occlusion, during the day. Reapplication is 
essential at each dressing change. 


HOW SUPPLIED 
Halog Cream (Halcinonide Cream 0.1%) is 
supplied in tubes of 15 and 60 grams. 


SQUIBB 


‘The Priceless Ingredient of every product 


is the honor and integrity of its maker. ™ 











"Doctor, with 


my delicate skin... 
what kind of 208p 
should I use 


Pure mild Ivory is one of the salest 
possible soaps you can recommend for 


delicate skin. More doctors recommend 
Ivory may safely 


Ivory than any other soap: | 
used as an adjunct to treatn 
of scabies, seborrhea and 
It makes sense. immersion experiments— impetigo. 
lvorys absence of many extra confirm that Ivory is one 
ingredients helps minimize of the mildest. least irritating 
chances of irritation. soaps you can recommend. 
Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 
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Production of Sézary-like Cells 
From Normal Human Lymphocytes 


James A. Yeckley, MD; William L. Weston, MD; E. George Thorne, MD; Gerald G. Krueger, MD 


The presert study was designed to de- 
termine if lymphocytes from healthy hu- 
mans could be stimulated to assume the 
morphologic appearance of Sézary-like 
celis. 

Lymphocyte-rich populations of cells 
were incubated for 72 hours with poke- 
weed mitogen and phytohemagglutinin, 
both potent cellular mitogens. With light 
microscopy, differential cell counts per- 
formed on C.5yu epoxy resin-embedded 
sections showed that 5% to 11% of the 
lymphocytes had cerebriform nuclei, and 
were designated as Sézary-like cells. The 
morphological results were confirmed by 
electron microscopy. 

Production of Sézary-like cells from 
stimulated, rormal, human lymphocytes 
sugges:s that cells with cerebriform 
nuclei may represent reactive lympho- 
cytes, and may explain their presence in 
benign inflammatory dermatoses. 


he Sézary cell, a structurally 
distinctive cell having a cerebri- 
form nucleus, is found in the skin, 
lymph nodes, blood, and rarely, the 
bone marrow of patients with a vari- 
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ety of lymphoproliferative disor- 
ders,-* usually grouped together as 
the Sézary syndrome. The disease 
ranges in severity from a benign, 
chronic erythroderma with pruritus 
to a fatal lymphoma. The biologic be- 
havior of this cell is uncertain al- 
though several authors"? are con- 
vinced that it is a malignant cell. 
Recently, however, there has been 
evidence that cells with the distinct 
cerebriform nucleus can be found in 
inflammatory skin infiltrates in pa- 
tients with a variety of benign in- 
flammatory dermatoses.* Further, Sé- 
zary-like cells were found in skin 
explant cultures of normal skin from 
24 human subjects.’ 

The appearance of Sézary-like cells 
in benign inflammatory dermatoses, 
as well as in malignant disease, led us 
to postulate that lymphocyte stimula- 
tion might represent a common mech- 
anism to explain the appearance of 
such cells in both benign and malig- 
nant circumstances. Douglas et al, 
studying the ultrastructure of mito- 
gen-transformed normal and leuke- 
mic lymphocytes, showed occasional 
cells with unusual nuclear lobulations 
similar to Sézary-like cells. This find- 
ing stimulated us to reinvestigate 
mitogen-transformed lymphocytes to 
determine if cells with the morpholog- 
ic appearance of Sézary-like cells 
could be produced in tissue cultures 


~ 


of lymphocytes from healthy donors. 
Previous ultrastructural studies of 
classic, large Sézary cells showed that 
their distinguishing feature was a 
cerebriform and serpentine aspect of 
the nucleus. We exemined our cell 
preparations for this nuclear abnor- 
mality. 


MATERIALS AND METHODS 


Lymphocyte-rich populations of cells 
were prepared by a method modified from 
Boyum.* Thirty milliliters of benzoate-pre- 
served, heparinized blood was obtained 
from five healthy, haman donors, aged 24 
to 35 years. The blood was diluted with 
physiological saline to lawer the hemato- 
crit reading to 33%. The blood was layered 
on a methylcellulose-diatrizoate sodium 
gradient to sediment erythrocytes. The 
buffy coat was harvested and centrifuged 
at 200 g. The cells were washed twice in 
Roswell Park Memorial Institute (RPMI)- 
1640 tissue-culture media with 50ug/ml of 
streptomycin sulfate and 50 units/ml of 
penicillin G potassium added. The cells 
were resuspended in RPMI-1640 media 
with streptomycin-penicillin and 20% au- 
tologous plasma. A _ympnhocyte-rich popu- 
lation was prepared by differential ad- 
herence to plastic tissue culture flasks. 
Viability of the cells was 98% as deter- 
mined by trypan blue exclusion. Lympho- 
cyte counts in the final preparation varied 
from 77% to 98%. The eell concentration 
was adjusted to 0.5x 10° cells/ml and di- 
vided into three equal aliquots. Cells were 
cultured for 72 hours in plastic tissue cul- 
ture flasks at 37 C with 5% CO, The 
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Fig 1.—Light microscopical examination of 0.54 section of phytohemagglutinin-stimu- 
lated cells. Arrow points to cell with cerebriform nucleus (methylene blue and azure 
blue, oil immersion, original magnification x 1,000). 
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Fig 2.—Electron microscopical examination of phytohemagglutinin-stimulated cell, 72 
hours after stimulation (original magnification x 11,250). 


aliquots contained no mitogen or 0.05 ml 
phytohemagglutinin to each milliliter of 
culture, or 0.025 ml of pokeweed mitogen to 
each milliliter of culture. 

The cells were harvested at 72 hours, 
centrifuged at 500 g to form a pellet, and 
then fixed with 8% phosphate-buffered 
glutaraldehyde and postfixed with osmium 
tetroxide. The cells were processed and 
embedded in a routine fashion for electron 
microscopy. Sections 0.5u thick were exam- 
ined with light microscopy for the presence 
of cells with a cerebriform nucleus, and ul- 
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trathin sections were examined with the 
use of the electron microscope. 


RESULTS 


Differential cell counts were per- 
formed on 200 cells by light micros- 
copy. Unstimulated lymphocyte-rich 
populations revealed occasional cells 
(approximately 1%) with the nuclear 
abnormality characteristic of Sézary 
cells after 72 hours in tissue culture 
(Table 1). The predominant cell in 





Table 1.—Differential Cell Counts 
on Lymphocyte-Rich Populations * 


Small 
Lympho- Mono- Sézary 
cytes, cytes, PMNs, Cells, 
Patient % % y^ 9/6 


9 C 0 
86 12 2 0 

1 0 0 
77 12 10 1 
91 T.5 2 0.5 


* Readings taken from unstimulated popu- 
lations at 72 hours. 


Table 2.—Sézary Cells From Five 
Healthy Donors Before and After 
Stimulation With Pokeweed 
Mitogen and Phytohemagglutinin 


Poke- 
No weed  Phytohem- 
Mitogen, agglutinin, 


Mitogen, 
Patient 9/5 9/6 9/5 


A 0 8 11 
8 10 
8 
7 


* Readings taken at 72 hours. 


these cultures was the smail lympho- 
eyte with 1% to 10% monoeytes, with 
an occasional polymorphonuclear leu- 
kocyte (PMN) present. Except for one 
patient (patient D [Table 1]), destruc- 
tion of contaminating PMNs occurred 
before 72 hours in tissue cultures. No 
PMNs were found in stimulated cul- 
tures. The predominant cell in the 
mitogen-stimulated cultures was the 
large lymphoblast. Phytohemaggluti- 
nin-stimulated lymphocytes resulted 
in 5% to 11% Sézary-like cells identi- 
fied after 72 hours (Table 2). The 
structure of the cells seen on light mi- 
croscopy (Fig 1) was confirmed by 
electron microscopy (Fig 2 and 3). The 
major ultrastructural feature of the 
Sézary-like cells found in our mito- 
gen-stimulated cultures was a lobu- 
lated serpentine nucleus having 
clumped peripheral heterochromatin, 
as seen in Fig 2, while other cells with 
a serpentine nucleus showed more 
dispersed chromatin with less 
clumped heterochromatin (Fig 3). 
These cells (Fig 2 and 3) may be com- 
pared with the lobulated serpentine 
nucleus seen in the Sézary cell iso- 
lated from the blood of a patient with 
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the Sézary syndrome (Fig 4). Nu- 
cleus-te-cytoplasm ratios varied from 
0.6 to 0.9 in these cells. The cytoplasm 
often contained large mitochondria 
and numerous endoplasmic profiles 
with few asseciated ribosomes. Rough 
endoplasmic reticulum is not charac- 
teristic of these cells. None of the Sé- 
zary-like cells demonstrated large 
lysosomes and prominent Golgi appa- 
ratus seen ultrastructurally in blood 
monocytes’ (Tabe 3). A summary of 
the features of resting lymphocytes, 
stimulated lymphocytes, monocytes, 
and SSzary cells is seen in Table 3. 
The ultrastructural features of the 
cells seen in eur preparations suggest 
that they resemble most closely the 
Sézary cell and, -herefore, are desig- 
nated Sézary-like cells. 

Pokeweed mitcgen-stimulated cells 
resulted in 6% to 8% Sézary cells de- 
tected at 72 hours (Table 2). There 
was no difference in the percentage of 
Sézary-like cells produced in popu- 
lations of high lymphocyte purity 
(99%) or less purity (77%). 


COMMENT 


The erigin of the Sézary cell has 
been assumed to be lymphocytic. 
Crossen et a° identified the Sézary 
cell as an abnormal lymphocyte and 
showee that the Sézary cell could be 
stimulated by phytohemagglutinin to 
vigorous RNA and DNA synthesis 
and subsequent cell division. In mixed 
leukocyte cultures, the Sézary cell re- 
acted poorly but did stimulate trans- 
formation of donor lymphocytes. 
Crossen et al concluded that Sézary 
cells were able to respond to some of 
the controls regulating lymphocyte 
numbers in normal subjects. Recent 
enzymatic studies suggest that Sé- 
zary cells are similar to lymphocytes 
cytochemically. Sézary cells lacked 
peroxicase and monocyte specific es- 
terase, but contained £-glucuronidase 
and were PAS-positive." Further, Sé- 
zary cells lacked phagocytic activity 
for bacteria or latex particles. The 
lack of membrane-bound immuno- 
globulins and the presence of sponta- 
neous rosette formation with sheep 
erythrocytes suggest that these cells 
are T-ymphocytes."^? In addition, 
Sézary cells are killed by specific anti- 
T-lymphecyte serum." This evidence 
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Fig 3.—Electron microscopical examination of phytohemagglutinin-stimulated cell, 72 
hours after stimulation (original magnification x 12,500). 


Fig 4.—Cell taken from blood of a patient with Sézary syndrome ( x 12,500). 
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Table 3.—Ultrastructural Features of Mononuclear Leukocytes 


Size N/C Ratio* 
Resting 51-8,15 0.8 


lymphocyte 


Stimulated 
Iymphocyte 
after 72 hr 


124-1646 0.5-0.8 


Monocyte 94-144? 0.5-0.7 


Sézary cell 7p-9u" 


15u-18u 


* Nucleus-to-cytoplasm ratio. 


supports the concept that Sezary cells 
are lymphocytic in Origin with prop- 
erties of normal T-lymphocytes. 

In a review of the Sézary syndrome 
by Winkelmann and Linman," sev- 
eral of the cases began as a contact 
dermatitis, which would be an appro- 
priate mode! for proliferation of a 
clone of benign T-lymphocytes. Our 
finding that cells with structure sim- 
ilar to the Sézary cell can be produced 
from stimulated lymphocytes of 
healthy, young subjects suggests that 
this Sézary-like cell also represents a 
reactive lymphocyte. 

In additicn, the finding of cells 
with cerebriform nuclei, within the 
cutaneous infiltrate of a number of 
benign dermatoses,‘ suggests the ina- 
bility to precict the biologie potential 
of a cell by the shape of its nucleus. 
We think that discovery of cells with 
cerebriform nuclei will justify the 
conclusion that such cells represent 





Nuclear Outline 
Smooth with sin- 


Irregular serpen- 


Single indenta- 


Lobulated ser- 


Cytoplasm 


Few cytoplasmic 
gle indentation!é organelles 
clumped het- 


erochromatin 


Numerous free ribo- 
somes with rough 
endoplasmic retic- 
ulum; few lysosomes, 
many mitochondria, 
no Golgi apparatus 


Much rough endo- 
plasmic reticulum; 
many lysosomes; 
prominent Golgi 
apparatus 


Little or no rough endo- 
plasmic reticulum; 
no lysosomes, lack 
of prominent Golgi 
apparatus 


tine-dispersed 
heterochro- 
matin!5 


tion; less 
clumped het- 
erochromatin 


pentine; 
clumped het- 
erochromatin 





stimulated cells, probably lympho- 
cytes. Judgment as to the malignant 
or benign biologie potential of cells 
with cerebriform nuclei must remain 
speculative. Cells structurally similar 
to Sézary cells and designated Sé- 
zary-like cells can be found among a 
lymphocyte population in normal hu- 


mans, and increased numbers of these 


Sézary-like cells can be produced by 
potent lymphocyte mitogens. These 
findings suggest that Sézary-like cells 
are a product of stimulated lympho- 
cytes. 


This investigation was supported in part by 
National Institutes of Health training grant AM 
05527, Veterans Administration training grant 
TR91, and Public Health Service research assist- 
ance grant SO1RR05357. 

This investigation also was awarded the 
fourth annual Stelwagon Prize at the Residents' 
Forum of the American Academy of Dermatol- 
ogy, Chicago, Dec 4, 1973. 
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Topical Colchicine Therapy 
for Recalcitrant Psoriasis 


Kays H. Kaidbey, MD; John W. Petrozzi, MD; Albert M. Kligman, MD, PhD 


Once daily applications of 1.0% colchi- 
cine in hydrophilic ointment for 6 to 12 
weeks produced substantial resolution of 
recaicitrant »soriatic plaques, especially 
those on the-trunk. With occlusion, lower 
concentrations of the drug (0.2596 and 
0.50%) were usually effective. A thick vis- 
cous base (hydrophilic petrolatum) was 
more effective than a hydrophilic cream 
base (hydrophilic ointment), presumably 
because of greater occlusivity. 

Treatment with topically applied colchi- 
cine may be valuable when other mea- 
sures fail œ control localized thick 
plaques of psoriasis. Its use is still exper- 
imentai and should be restricted to small 
areas until more is known about its percu- 
taneous absorption. 


Apure histologic find- 
ing im psoriasis is the pro- 
nounced epidermal hyperplasia. Kinet- 
ie studies hawe shown that there is a 
substantial acceleration of epidermal 
turnover, with a decreased cell-cycle 
time.' This inereased proliferative ac- 
tivity has inspired numerous thera- 
peutic zrials with topically applied cy- 
tostatie agents. Treatment with some 
of these car bring about clearing of 
the lesions, but a variety of unwanted 
effects have limited their usefulness. 
For example, mechlorethamine hydro- 
chloride is very effective, but contact 
sensitizatior is almost inevitable.?: 
Marrow suppression is another dis- 
turbing feature of topical thiotepa? 
and lomustine therapy.: When treat- 
ment with high strength fluorouracil 
brings about long standing remis- 
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sions, painful erosions are a common 
accompaniment.’ 

In 1959, Van Scott and Reinertson 
used psoriatic skin to assay the topi- 
cal antimitotic activity of various 
drugs, including colchicine.* They ob- 
served clinical improvement in four 
days to two weeks following the oc- 
clusive application of 0.005% to 0.18% 
colchicine in an alcoholic vehicle. 

It is a common happening that pso- 
riasis responds well at first to treat- 
ment with any one of a variety of 
agents, such as tar, anthralin, and 
steroids. All too often, the beneficial 
effects decline during a period of 
time, and one is then obliged to 
switch to a different agent. Those 
who treat many psoriatics are well 
advised to learn the use of different 
drugs, some of which are held in re- 
serve for recalcitrant cases. 

We propose to show that topical col- 
chicine therapy is often effective in 
cases of stubborn psoriasis. 


PATIENTS AND METHODS 
Patients 


Twelve patients with chronic, resistant 
plaque-type psoriasis were selected for 
study. The duration of the disease was 
more than ten years in all patients except 
for the youngest, a 7-year-old girl, who had 
her disease for five years. The rest of 
the patients were men between 35 and 60 
years of age. Topical steroid therapy was 
no longer effective in any of these cases. 
They were also resistant to treatment with 
tars and anthralin. None had experienced 
spontaneous clearing during the previous 
five years. None had received systemic 
therapy. For ten of the 12 patients, the 
studies were carried out in the hospital. 


Treatment 


The lesions were scrubbed vigorously in 
a daily bath to remove excess scales. In 
three extraordinarily hyperkeratotic cases, 
10% salicylic acid in hydrophilic ointment 
was applied twice daily for seven to eight 
days prior to applications of colehicine. No 
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other topically er systemically adminis- 
tered medicament was allowed during this 
investigation. 

Colchicine powder was incorporated di- 
rectly into hydrophilic cintment at 0.1%, 
0.25%, 0.5%, and 1.0% concentrations. The 
drug was applied with cotton-tip appli- 
cators to designated plaques and rubbed in 
vigorously once daily for periods of 6 to 12 
weeks. 

In some instances, several plaques were 
covered with strips of impermeable plastic 
tape after the application of colchicine for 
14 hours each day. Distant plaques, eg, 
those on the opposite extremity or on the 
trunk, were left untreated and served as 
controls. 

In seven subjects, 0.5% colchicine in hy- 
drophilic ointment was compared to the 
same concentration in hydrophilic petrola- 
tum in open, once-daily applications. The 
latter is an extremely ocelusive stiff base, 
while the former is a water-washable 
cream. When hydrophilic petrolatum was 
used, 0.5 gm of colchicine powder was first 
partially dissolved in 2.5 ml of water and 
the solution then incorporated into the 
base to make 100 gm (0.5% concentration). 
The estimated treated area was 2% to 3% 
of the total body surface. The maximal 
amount of colchicine applied was about 25 
mg daily. 

Complete blood cell counts, urinalysis, 
and blood urea nitrogen values were ob- 
tained prior to and after completion of 
treatment. A complete blood cell count was 
done weekly on each patient. 


Clinical Grading 


Improvement was graded on a 5-point 
scale as follows: 0 indicates no change; 1+, 
decreased scaling; 2+, decreased scaling 
and infiltration; 3+, complete flattening of 
lesion with minimal infiltration or few vis- 
ible papules; 4+, complete clearing. The 
patients’ conditions were graded weekly 
by two of us. 


RESULTS 
Unocclusive Application 


Unocclusive applications of 0.1% 
and 0.2596 concentrations were of 
little value (Table 1). By contrast, a 
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Fig 1.—Plaque over upper part of back, before 


treatment. 





Fig 3.—Resistant plaque over forearm, before 
treatment. 


1.0% concentration produced complete 
clearing (4+) in four of seven pa- 
tients (Fig 1 and 2), and flattening 
(8+) in the rest. Two patients who 
used the 1.0% concentration experi- 
enced mild irritation, which did not 
necessitate discontinuation of treat- 
ment (Fig 3 and 4). At a concentra- 
tion of 0.5%, flattening (8+) was 
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Fig 2.—After eight weeks of treatment with 1.096 colchi- 


cine in hydrophilic ointment once daily; complete clearing 
with residual pigmentation. 


Fig 4.—After six weeks of treatment with 1.096 colchicine 


in hydrophilic ointment once daily. Residual irritation at 
margin of resolved plaque. 


achieved in four of nine patients (Fig 
5 and 6) and total clearing in one pa- 
tient. 


Occlusive Applications 


Occlusion substantially potentiated 
effectiveness. Complete clearing was 
achieved in five of six patients with 
0.5% colchicine, and in two of five 


with 0.25% colchicine (Table 1). Irrita- 
tion occurred in every instance with 
0.5% and in three of five patients 
using 0.25% colchicine. This became 
manifest within four to ten days, and 
ranged from moderate to intense er- 
ythema and tenderness. This called 
for withholding treatment for three 
to four days, during which time the 
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Fig 5.—Thick keratotic resistant plaque over knee, 


before treatment. 


tenderness usually subsided, and 
treatment was again resumed. Occa- 
sionally, several papules developed in 
the irritated plaques and persisted 
until clearing was complete. Most 
plaques that became clinically irri- 
tated progressed to complete resolu- 
tion with slight to moderate residual 
pigmentation (Fig 2). 


Comparison of Cream 
and Ointment Vehicles 


Hydraphilie petrolatum was clearly 
superior to the hydrophilic ointment 
in unocclusive applications (Table 2). 


Miscellaneous Observations 


Systemic signs of colchicine tox- 
icity, ie, nausea, vomiting, or abdomi- 
nal cramps, did not occur. The various 
blood tests showed no abnormalities. 
Untreated plaques never cleared, 
though a slight decrease in scaling 
sometimes oceurred. 


Follow-up Observations 


We have been able to reexamine 
eight of the 12 patients. With partial 
clearing, relapse regularly occurred in 
four to eight weeks after stopping 
treatment. Plaques that underwent 
complete reselution (4+) have re- 
mained clear for more than six 
months. 
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Fig 6.—Partial involution at end of five weexs of treat- 
ment with 0.5% colchicine in hydrophilic petrciatum. 


Table 1.—Results of Treatment With Topically Applied 
Colchicine in Hydrophilic Ointment* 


Colchicine Concentration 





Duration 


0.25% 0.5% of Treat- 


Olo pi ii 1.0%, ment, 
Open Open Occluded Open Occluded Open Weeks 


ND i+ ND 2+ ND 
it 


C1| A|| Ph 


Ojoj 





* 0 indicates no response; 4+, complete clearing; ND indicates not done. 


Table 2.—Results of Treatment With Colchicine 
in Occlusive vs Nonocclusive Bases* 


Base Duration of 
Treated Treatment, 


— TF OF 
Patient Sites Nonocclusivet Occlusivet Weeks 


Knees 
Trunk 
Trunk 
Trunk 
Trunk 
Arms 
Arms 





* 2+ indicates decreased scaling and infiltration; 3+, complete flattening o* lesion; 4+, com- 


plete clearing. 
t 0.5% colchicine in hydrophilic ointment. 
t 0.5% colchicine in hydrophilic petrolatum. 
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COMMENT 


One does not begin the treatment 
of psoriasis with colchicine. We re- 
strict its use to the treatment of iso- 
lated, thick, torpid plaques that are 
not responsive to the usual topically 
applied medicaments. Colchicine may 
be very valuable for clearing torpid 
lesions. Its use, however, is still 
experimental and further evaluation 
with regard to toxicity is required be- 
fore general use can be recom- 
mended. 

With open applications, we found a 
1.096 concentration of colchicine in hy- 
drophilie ointment to be the most 
effective. Clearing may take 6 to 12 
weeks. As expected, occlusion en- 
hanced the efficacy of colchicine. It 
also increased irritancy. Erythema 
and tenderness were confined to 
treated plaques and usually spared 
the uninvolved skin. This probably re- 
flects the site of maximal action of 
the drug and has been observed with 
other topically applied cytostatic 
agents, such as fluorouracil.’ Unlike 
fluorouracil, however, erosive reac- 
tions did not occur with colchicine. 
With occlusive applications, 0.25% and 
0.5% concentrations were often effec- 
tive. The latter concentration, how- 
ever, resulted in irritation and ten- 
derness. This usually subsided after 
withholding treatment for three to 
four days. The use of intermittent oc- 
clusion may circumvent that problem. 
Occlusive applications, therefore, re- 
quire greater care and surveillance. 

We ascribe the greater effec- 
tiveness of hydrophilic petrolatum 
vis-a-vis hydrophilic ointment to its 
oeclusivity and its persistence at the 
site of application. Stoughton has 
similarly demonstrated the superior- 
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ity of ointments to creams as bases in 
open applications of corticosteroids.* 

We reiterate what clinicians have 
always emphasized, namely the im- 
portance of thorough removal of ad- 
herent scales and crusts prior to 
treatment. We also observed, like oth- 
ers, important regional differences in 
responsiveness. Plaques on the knees 
and elbows were more resistant than 
those on the trunk. No instances of al- 
lergic sensitization were observed. 

The degree of percutaneous absorp- 
tion from topical applications of col- 
chicine is not known. Therefore, this 
drug should not be used over exten- 
sive body areas. None of our patients 
developed toxic side effects. However, 
treatment was restricted to only 2% 
to 8% of the surface area. It is 
possible that treatment of a larger 
surface may result in substantial ab- 
sorption. Acute systemic toxicity is 
manifested by abdominal pain, nau- 
sea, vomiting, and diarrhea. Renal as 
well as central nervous system in- 
volvement may occur later. Chronic 
administration carries the danger of 
alopecia, agranulocytosis, and aplas- 
tic anemia. In general, however, tox- 
icity is dose-related. The drug is 
frequently given to the point of 
gastrointestinal toxicity, when the 
therapy is initiated for acute gouty 
arthritis. Daily prophylactic adminis- 
tration of 1 to 2 mg to patients with 
recurrent attacks have been given for 
many years, with no apparent side ef- 
fects." 

As a well-known mitotic inhibitor, 
colchicine interferes with cell division 
by arresting mitoses in metaphase, a 
result of failure of spindle forma- 
tion.^ However, colchicine also pos- 
sesses other pharmacologic proper- 
ties, such as inhibition of leukocyte 


mobilization. Its effectiveness in the 
treatment of gout may be partially 
due to this activity. In this respect it 
is similar, though inferior, to steroids, 
which also possess cytostatic and 
anti-inflammatory properties. It is 
conceivable that its moderating ef- 
fect on the psoriatic process reflects 
both of these actions. 


Westwood Pharmaceutical, Inc, provided the 
grant that made publication of the colored pho- 
tographs possible. 
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Scabies 


Histological Study of Inflammatory Lesions 


Nosratollah Hejazi, MD, Amir H. Mehregan, MD 


Histological findings of the inflamma- 
tory lesions of scabies are distinctive 
enough to guide the pathologist in the di- 
rection of this diagnosis. It is character- 
ized by a combination of an acute, vesicu- 
lar, eczematous type of epidermal change 
and an erythema multiforme type of der- 
mal reaction. When this combination is 
present, a search should be made to ex- 
pose the organism in tissue sections or in 
scrapings of the cutaneous lesions. 


Ate increase in the incidence 
of scabies provided the opportu- 
nity to look into the type of cutaneous 
reactivity in this parasitic derma- 
tosis. The material available for this 
study consisted of tissue specimens 
taken from the skin lesions of 14 pa- 
tients. Histological diagnosis of 
scabies was made by observation of 
the parasite in the tissue sections in 
all 14 cases. The histological diagnosis 
in this series was further confirmed 
by localization of Sarcoptes scabiei in 
scrapings and potassium hydroxide 
preparations made from the cutane- 
ous lesions. 


CLINICAL DATA 
Clinical data of the 14 patients 
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studied are summarized in the Table. 
There were nine men and five women 
with their ages ranging from 18 to 81 
years. Duration of the eruptions var- 
ied from two weeks to one year. In 
nine instances, the eruptions con- 
sisted of erythematous, papular le- 
sions, and in the remaining five cases, 
erythematous, papulonodular lesions 
were present. Burrows present in the 
classic form of scabies were not noted 
in ten of the 14 cases in this series. 
Pruritus was severe and was evident 
by the presence of areas of excoria- 
tion and hemorrhagie crustings (Fig 
1). Trunk and genitalia were the com- 
monest sites of the eruption. A clini- 
cal diagnosis of scabies was made 
only in four of the 14 cases. 


HISTOPATHOLOGICAL FINDINGS 


Cutaneous reaction to S scabiei in- 
festation in this study is best de- 
scribed by dividing the changes into 
epidermal and dermal components. 
The epidermal changes were charac- 
terized by an acute, eczematous type 
of tissue reaction. The epidermis was 
irregularly acanthotic and showed 
multiple foci of spongiotic edema and 
exocytosis leading to formation of in- 
traepidermal vesicles (Fig 2 and 3). 
There were also occasional areas of 
mild spongiotic edema, with exten- 
sive exocytosis of neutrophils and eo- 
sinophils forming superficial intraepi- 
dermal microabscesses. New vesicles 
and microabscesses were covered by 
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Fig 1.—Inflammatory nodular lesions of Fig 2.—Female mite in stratum germi- Fig 3.—Scabie egg over area of epider- 
scabies show superficial excoriation and nativum epidermidis (Malpighii) associ- mal, spongiotic edema anc exocytosis 
crusting. ated with intraepidermal, spongiotic ves- (acid orcein-Giemsa, original magnifica- 

icle (acid orcein-Giemsa, original tion x 400). 
magnification x 125). 





ding in stratum 
corneum (hematoxylin-eosin, original 





magnification x 400). Fig 5.—Strong, perivascular, inflamma- Fig 6.—Area of breakdown of eosino- 
tory infiltrate of lymphocytes and eosino- philic cells and small eosinophilic abscess 
phils (hematoxylin-eosin, original magnifi- formation (hematoxylin-eosin, original 
cation x 400). magnification x 400). 


Clinical Data of 14 Patients With Inflammatory Lesions 




















Pa- Age, yr/ Morphology Clinical 
tient Sex/Race Location Duration of Eruption Diagnosis 
1 20/M/W Extremities, 4 mo Erythematous, Lichen planus, 
genitalia papulonodular insect bite 
2 26/F/W Extremities 3 weeks Erythematous, Dermatitis 
papular herpetiformis 
3 54/F/W Trunk, 3 mo Erythematous, Lymphoma, 
genitalia papulonodular insect bite 
4 28/F/W Trunk, 2 mo Erythematous, Insect bite 
genitalia papular 
5 71/F/W Trunk, 3 mo Erythematous, Furunculosis 
extremities nodular 
6 34/M/W Genitalia 6 weeks Erythematous, Perforating 
papulofollicular folliculitis 
7 55/F/W Trunk 2 weeks Erythematous, r Drugeeruption 
papular, scaling 
8 26/M/W Trunk 6 mo Erythematous, Erythema 
nodular multiforme 
9 81/M/W Trunk 1 yr Erythematous, Inseet bite, 
papular folliculitis 
10 23/M/W Trunk, 3 mo Erythematous, Scabies 
extremities nodular 
11 18/M/W Genitalia 3 weeks Erythematous, Lichen planus 
papular 
12 30/M/W Genitalia 3 mo Erythematous, Insect bite, 
“ papular scabies 
13 18/M/W Trunk, 3 mo Erythematous, Scabies 
extremities papular 
14 27/M/W Genitalia 3 weeks Erythematous, Scabies 
papular 


d Na M 


Me 38 Arch Dermatol/Vol 111, Jan 1975 
x A 


Scabies/Hejazi & Mehregan 





» 


CUNT SE eT: GFR 

f A s F? M je £460 - = 7 LIE Le 1 

at= aa hee ! 1 f mie ji P. 5 t Tr TAS ; 39 na 
: ; 


| 


an intaet layer of orthokeratotic kera- 
tinous material. Older lesions showed 
areas of excoriation, mound-like para- 
keratosis, and crusting. There was no 
histological evidence of superficial 
pyoderma, nor were any colonies of 
bacteria found in the early lesions. 
The commonest location of eggs or 
mites was the stratum corneum of the 
epidermis (Fig 4). The mite was occa- 
sionally found deeper in the epi- 
dermis within an area of erosion. A 
single egg was found inside the in- 
fundibulum of a hair follicle. The 
parasites were located in close ap- 
proximation or distant to the areas 
of epidermal spongiosis and vesicula- 
tion. Foci of deposition of the excreta 
of the mites were also found in the 
keratin layer in the form of brownish 
granular material. 

Derma! reaction in inflammatory 
lesions ef scabies was similar to that 
of erythema multiforme. This reac- 
tion was characterized by a promi- 
nent, perivascular, inflammatory cell 
infiltrate that extended from the 
papillary layer of the corium down to 
the leve! of the eccrine sweat coils 
and the junction with the subcutane- 
ous fat tissue. This infiltrate was a 
coat-sleeve type; the predominant 
cells were eosinophils and lympho- 
cytes (Fig 5). Some of the involved 
capillary blood vessels were sur- 
rounded by fibrinoid material and 
showed endothelial swelling leading 
to narrowing or partial occlusion of 
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their lumina. Areas of extravasation 
of erythrocytes were often present in 
the upper corium. There were also oc- 
casional foci of breakdown of eosino- 
philic cells (Fig 6). 


COMMENT 


Cutaneous reaction in the in- 
flammatory lesions of scabies is dis- 
tinctive enough to guide the patholo- 
gist in the direction of the correct 
diagnosis. When an acute, eczematous 
type of epidermal change is observed 
together with an erythema multi- 
forme type of dermal tissue reaction, 
the possibility of scabies should be 
considered and a search for the orga- 
nism should be made, both in tissue 
sections and in KOH preparation of 
the scrapings of the skin lesions. Ac- 
cording to Heilesen, the female mite 
burrows in the upper stratum mal- 
pighii, and is associated with areas of 
spongiotic vesicle formation. This 
phenomenon was well illustrated in 
the histological sections from one pa- 
tient in this series. 

The histological findings of an in- 
tact keratin layer above the newly 
formed intraepidermal vesicles and 
the covering of the mites suggest 
that trauma and excoriation play no 
primary role in development of this 
tissue reaction. We were also unable 
to attribute vesiculation or micro- 
abscess formation to secondary infec- 
tion. It appears most likely that the 
mites or the excreta deposited in the 
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keratin layer aet on :he epidermis 
and dermal capillary blood vessels 
through a sensitizing agent. This an- 
tigenic materia! induses an ecze- 
matous type of epidermal response 
and an erythema multi^orme type of 
dermal reaction. These findings, 
which were demonstrated by skin test 
in a patient with scabies, support the 
hypersensitivity findings of Mellan- 
by’ and Burks et al.? In a recent publi- 
cation, Thomson et al* have pointed 
out that in persistent nedular lesions 
of scabies, the dermal infiltrate may 
be composed of lymphoeytes and eo- 
sinophils, with some plasma cells and 
reticular cells resembling the mixed 
infiltrate of cutaneous reticulosis, The 
origin of the eczematous blister by 
the process of spongiotic edema and 
exocytosis, without any disturbance 
in the superficial strata of the epi- 
dermis and strong eosinophilic der- 
mal infiltrate also supperts a hyper- 
sensitive reaction instead of a 
primary irritant effect. 
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A New Formula for 


Depigmenting Human Skin 


Albert M. Kligman, MD, PhD, Isaac Willis, MD 


Complete depigmentation of the normal 
skin of adult male blacks was procured by 
the daily application for five to seven 
weeks of a formula consisting of 0.1% 
tretinoin, 5.0% hydroquinone, 0.1% dexa- 
methasone, and hydrophilic ointment. De- 
pigmentation was not attainable when any 
one of the components was omitted. 

The formula was therapeutically effec- 
tive in treatment of melasma, ephelides, 
and postinflammatory hyperpigmentation. 
Senile lentigines were resistant to this 
therapy. 


| osi changes are an impor- 
tant source of human misery. 
They immediately set one apart and 
consequently threaten psychosocial 
and psychosexual identity. Pigmen- 
tary  nonconformists are never 
praised and are generally viewed as 
odd and unattractive. The lack of 
physical impairment is but slight 
compensation for the mental anguish 
of the outeast with too little or too 
much melanin, especially when the 
changes occur in bizarre patterns. 
Physicians have lagged consid- 
erably behind laymen in appreciating 
that these afflictions merit medical 
attention; even today scientists of 
high ability and low sensitivity refer 
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to pigmentary abnormalities as "cos- 
metic." One untoward effect of such 
cavalier "put-downs" is to divert indi- 
viduals with pigmentary problems to 
beauticians rather than physicians. 
Dermatologists, happy to say, gener- 
ally accord these patients the sympa- 
thy they need and are well schooled in 
the utilization of available remedies. 

The current therapy for hyper- 
pigmentation is unsatisfactory. Al- 
though a great deal is known about 
the biology and biochemistry of mela- 
nin synthesis, an acceptable means of 
reducing excessive melanization is 
not at hand. 


HISTORICAL BACKGROUND 


The ancients showed great enter- 
prise in the search for agents that 
would lighten hyperpigmented skin. 
The fact that many of their methods 
are still with us today eloquently de- 
scribes our therapeutic impotency. 
Heavy metals, especially salts of mer- 
cury, are still widely used often in 
combination with salicylic acid. They 
are partially but inconsistently effec- 
tive. Enzyme inhibition is the prob- 
able mode of action. The possibility of 
systemic poisoning is a good reason 
why mercury should not be used day 
after day. Oxidizing agents, such as 
peroxides and chlorates, are more ef- 
fective bleaches for hair than skin. 
Reducing agents, such as organic 
acids and lemon juice, aim to trans- 
form melanin to the colorless leuko- 
form. These have marginal effects on 
the integument. 

What might be called the modern 


period began when Oettel produced 
grey hair in black cats by feeding 
them hydroquinone.’ Since that time 
the capacity of this agent to produce 
depigmentation has been demon- 
strated in fish, rodents, and man.*** 

An occupational accident in 1939 
triggered a tremendous interest in 
the possible therapeutic applications 
of hydroquinone derivatives. Black 
workers in a tannery experienced de- 
pigmentation of the hands under the 
area covered by rubber gloves. The 
responsible agent proved to be the 
anti-oxidant, monobenzylether of hy- 
droquinone (MBEH). Lerner and Fitz- 
patrick then showed that this chem- 
ical could depigment the normal skin 
of blacks and was indeed useful for 
alleviating pathologic hyperpigmen- 
tation. Creams containing up to 20% 
MBEH became available by pre- 
scription. Hope, however, soon gave 
way to uncertainty; doubt then devel- 
oped into despair. 

Becker and Spencers study of 
MBEH doomed this agent.’ They 
made daily applications in vanishing 
cream to the normal skin of blacks for 
four months. They could not procure a 
uniform, controllable depigmenta- 
tion. Approximately 25% of the sub- 
jects showed no lightening when 
treated with drug concentrations 
ranging from 1% to 20%. More seri- 
ously, about half of those patients 
whose skin became depigmented 
showed an extension of the leuko- 
derma beyond the area of application; 
this continued for many months after 
treatment stopped. The appearance 
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Fig 1.—Let, Transverse section of skin before treatment. Right, Specimen from depigmented skin after six weeks of 
treatment. Epidermis is acanthotic and keratinocytes larger; granular layer is increased, with conspicuous granules 


(hematoxylia-eosin, x 630). 


of leukoderma at distant sites is a 
puzzling but rather characteristic ad- 
verse nappening with this class of 
compounds. 

Moreover, MBEH proved to be a 
potent contact sensitizer. Worst of 
all, about half the subjects had leuko- 
derma for the next two years and 
about a third for ac least four years, 
presumably the lengest period of 
follow-ap. Persistent and perhaps 
permanent depigmentation is the 
spectre that caused the editorial com- 
ment that "thé therapeutic use of 
MBEH has been responsible for a 
number of cosmetic disasters."* 

Meanwhile, investigators were fre- 
netically searching ^or chemicals that 
might be both safe end effective when 
they were appliec topically. Brun 
evaluated the effeet of thirty com- 
pounds applied on the pigmented nip- 
ples of guinea pigs end found that the 
monomethyl and monomethyl ethers 
of hydroquinone als» were potent de- 
pigmemting agent." Chavin and 
Schlesinger injected a number of 
chemicals into goldfsh and added cer- 
tain mercaptoamines to the list of 
powerful depigmenzors. The latter 
are alsc effective in the treatment of 
mammalian skin; however, they are 
both irritating and malodorous." 

Bleehen et al appäed all the afore- 
mentioned compounds and many re- 
lated ones, thirty-three in all, to black 
guinea pigs and discovered 4-isopro- 
pyl catechol to be the most effective.” 
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Fig 2.—Left, Before treatment. Melanin granules are prominent in basal layer, often in 
form of caps over the nuclei. Pigment granules are visible in horny layer of blacks. Right, 
After eight weeks of treatment. Pigment granules, mainly in basal cells, can barely be 
seen (Fontana's silver stain, x 630). 








Disorder 
Melasma 
Ephelides 
Postinflammatory pigmentation 


This, too, is a moderately strong con- 
tact allergen. 

Finally, there has recently been a 
spate of reports from various parts of 
the world concerning occupationally 
related depigmentation from phenol- 
ie compounds. The descriptions are 
startlingly similar, whether the out- 
breaks occurred among workers in 
plants producing various substituted 
phenols or in hospital attendants 
using detergent antiseptics, most no- 
tably p-tertiarybutyl and p-tertiary- 
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Therapeutic Effectiveness of Basic Formula 


No. of Patients 


Treated Satisfactory Response 
16 14 
11 9 
18 12 
7 0 


Senile lentigines (hands) 


No. of Patients With 


amyl phenols.*^* The notable fea- 
tures are persistent depigmentation 


starting in areas of contact, ectopic 


spread to other areas, and a high inci- 
dence of allergic contact sensitiza- 
tion. The term "occupational vitiligo” 
would appear to be an apt one consid- 
ering the many resemblances to viti- 
ligo.'5 

Basie researchers have not been 
able to resist the lure of the in- 
triguing problems raised by these 
events. Serious efforts have been 
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made to find out how these various 
monohydroxyphenyl and dihydroxy- 
phenyl derivatives cause depigmenta- 
tion. 

It is the consensus that destruction 
of melanocytes accounts for the de- 


pigmentation. The  electron-micro- 
scopic studies of Bleehen et al in 
guinea pigs convincingly showed that 
isopropyl catechol either inactivated 
or destroyed melanocytes." In their 
ultrastructural studies, Malten and 
his colleagues could not find melano- 
cytes in the skin from patients de- 
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pigmented by p-tertiarybutyl and its 
homologues.^ Kahn found only oc- 
casional melanocytes in the skin of 
hospital attendants using phenolie 
germicides." 

But it is the work of Riley above 
all whose analysis has most illumi- 
nated the subject. He has shown that 
monomethyl ether of hydroquinone is 
selectively incorporated into cultured 
melanocytes.'* Evidence of free radi- 
eal formation has been obtained in 
guinea pig skin treated with this 
agent. Cultured melanocytes are ir- 





Fig 4.—Complete depigmentation of normal skin of 
blacks after six weeks of twice daily application of formu- 
lation (at left) and after nine weeks of treatment (at right). 


reversibly damaged by exposure to 
low concentrations." Riley postulates 
that these compounds diffuse into 
the melanosomes of the pigment cell 
where they are oxidized by tyrosinase 
to produce free radicals; the latter 
bring about lipid peroxidation of cell 
membrane lipids, thus killing the cell. 

It appears that all the substizuted 
phenols so far studied in animals 
and man are melanocidal. Such com- 
pounds are specifically cytotoxic to 
melanocytes and have but little effect 
on keratinocytes. Hydroquinone, one 
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. notes, is not a substituted phenol. 


Earlier, Denton et al were able to 
show that most of these compounds 
could block the hydroxylation of tyro- 
sine to dopa in vitro and thus might 
inhibit the first step in melanin syn- 
thesis. 

Spencer noted that hydroquinone 
itself was apparently free of the dele- 
terious effects of MBEH. With the 
use of 2%, 3%, and 5% concentrations 
of hydroquinone, depigmentation of 
senile lentigines in more than 75% of 
white males was obtained. Repig- 
mentation occurred promptly after 
cessation of treatment and depig- 
mentation of distant sites was ab- 
sent. As shown by light microscopy, 
melanin granules were decreased in 
depigmented skin but the number of 
melanocytes was abeut the same. In 
this way the use of hydroquinone in 
a low concentration was introduced 
into practice. 

In a study of 56 patients with vari- 
ous pigmentary disturbances, Arndt 
and Fitzpatrick found 2% and 5% hy- 
droquinone creams to be moderately 
effective depigmenting agents in 80% 
of the cases.” 


BACKGROUND of PRESENT 
STUDY 


Though hydroquinone seems safe 
enough, our experience with commer- 
cial and extemporaneously consti- 
tuted creams containing 2% to 5% 
concentrations of hydroquinone has 
been disappointing. Only a fraction 
of melasma patients aehieved enough 
lightening te produce a satisfying re- 
sult after three months of twice daily 
applications. Likewise, the benefits 
were marginal when 2% to 10% con- 
centrations of hydroquinone were 
used to depigment uninvolved skin by 
patients with extensive vitiligo. We 
have concluded that hydroquinone by 
itself is not sufficiently potent to ac- 
complish the needed degree of light- 
ening in patients with hyper- 
pigmentary disorders. 

One tends to think of hyperpig- 
mentation as mainly a problem of 
whites until one begins to acquire ex- 
perience with blacks. In the latter, 
the most trivial chemical and physical 
traumata, frequently unnoticed or 
unrecollectable, tend to produce per- 
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sistent hyperpigmentation. Exten- 
sive patch testing of black volunteers 
with various irritating and allergenic 
chemicals awakened our sensibilities 
to the problem of hyperpigmentation 
in blacks. 

Two observations led us to suppose 
that a way might yet be found to en- 
hance the pharmacologic effective- 
ness of hydroquinone. First, in treat- 
ing hundreds of acne patients with 
topically applied tretinoin, we became 
aware that the skin sometimes be- 
came lighter after many months of 
use. The degree of hypopigmentation 
was slight. Second, the intradermal 
injection of corticosteroids into the 
skin of blacks in connection with as- 
says of anti-inflammatory activity 
quite commonly resulted in striking 
loss of pigment at the injection site. 
Cahn noticed this phenomenon after 
injection of corticosteroids into le- 
sions of black patients.” We too have 
observed this, so far only in blacks. In 
time the pigment returns. The appli- 
cation of tape containing cortico- 
steroids may also result in light- 
ening.” 

At last the idea was proposed that 
a combination of these various hypo- 
pigmenting drugs might be more ef- 
fective than each alone. 


MATERIALS AND METHODS 


Initially, white patients with various hy- 
perpigmentation problems were used. This 
proved tedious and unfeasible in view of 
the number of variables that had to be 
studied. The patient supply was too limited 
and too few preparations could be eval- 
uated at a time. 

We then turned to white skin artificially 
tanned by ultraviolet radiation. This 
proved feasible, but evaluation was diffi- 
cult since the tan decreased spontaneously 
in the time required to achieve an effect. 

Finally, we hit upon the idea of using the 
normal black skin of healthy, young, adult, 
black, male prisoner volunteers. This 
proved eminently advantageous: depig- 
mentation was easy to appraise, and the 
effects were repeatable. Groups of five to 
ten volunteers were used per study. The 
formulation that resulted from these stud- 
ies was finally appraised in patients with 
hyperpigmentary disorders. 


Chemical Formulations 


After many trials that led us through a 
maze of trails we finally arrived at our 
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chemical destination. It would serve no 
purpose to chronicle cur experimental 
wanderings. The formule that eventuated 
has the following compesition: tretinoin, 
0.1%; hydroquinone, 5.0%; and dexametha- 
sone, 0.1%. 

The vehicle was either hydrophilic oint- 
ment or a solution consisting of equal parts 
of ethanol and propylene glycol. Bases that 
were considerably less effective included 
petrolatum, lanolin, and polyethylene gly- 
col. Dexamethasone was selected as the 
test steroid because it was economically 
available to us im a pure form. Other 
steroids may be substituted. 

The cream and solution were never more 
than 30 days old. The addition of anti-oxi- 
dants did not enhance activity. 


Method of Application 


The agents were applied twice daily to 
squares of back skin outlined by a card- 
board stencil. We came to appreciate that 
a moderate degree of irritation (peel- 
ing and erythema) promoted earlier and 
greater depigmentation. The amount ap- 
plied was therefore regulated to achieve 
this effect. 


Histologic Studies 


Biopsy specimens ‘ixed in formaldehyde 
solution were stained with hematoxylin- 
eosin, PAS for glycogen, and Fontana’s 
ammoniated silver stain for melanin. The 
epidermis from shave biopsy specimens 
was separated by 2N sodium bromide and 
stained by the dopa reactien for mela- 
nocytes. 


RESULTS 
Depigmentation of 
Normal Skin of Blacks 


These observations pertain to more 
than 100 subjects who were depig- 
mented by application of the above 
formulation. 

As a rule, lightening was not in evi- 
dence before three weeks. Occasion- 
ally it took as long as four to five 
weeks for the skin of some subjects 
to begin depigmenting. Pigment loss 
was frequently blotehy at first. The 
follicles were generally las: to depig- 
ment, creating a punctate pattern. 

No individual was completely re- 
sistant, though the speed of depig- 
mentation was variable. ^s a rule, 
maximum depigmentation was ob- 
tained in five to seven weeks and was 
in most cases nearly complete. We 
mean by this that sk:n color was less 
than that of fair skirned waites, ap- 
proaching an ivory hue. The result 
was depigmentation, not hypopig- 
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mentation. 

Peeling and sometimes redness 
usually preceded depigmentation. 
Tenderness and burning were fre- 
quent complaints but inflammation 
was never severe enough to dis- 
continue treatment. After about one 
month of treatment, the skin became 
hardened; thereafter, liberal appli- 
cations produced little or no irrita- 
tion. 

It should be emphasized that ir- 
ritation is not a prerequisite for 
depigmentation; it does, however, ac- 
celerate the process. When depigmen- 
tation was complete, applications 
were reduced to once daily. The sites 
stayed depigmented as long as treat- 
ment continued. We observed at least 
a dozen individuals who were treated 
daily without mishap for about six 
months. The only visible skin change 
was loss of pigment. Depigmentation 
did not spread beyond the borders of 
the treated areas. * 

Repigmentation started within one 
to two weeks after treatment ceased. 
This followed the course so well 
known in vitiligo-inward spread 
from the borders and centrifugally 
from the follicular orifices. The pig- 
ment was not only restored by about 
a month but sometimes was increased 
in relation to normal skin. Generally 
there was sufficient color blending by 
three to four months after cessation 
of treatment to render the treated 
sites invisible. 


Effect of Ultraviolet Radiation 


The biweekly application of two 
minimum erythema doses (M EDs) (de- 
termined individually on normal skin) 
during the period of applieation was 
extremely antagonistic to the depig- 
menting effect. The most that could 
be achieved was moderate lightening 
after two months of use. The appli- 
cation of two MEDs of erythemic ra- 
diation in depigmented subjects im- 
mediately after stopping treatment, 
with one additional exposure five 
days later, resulted in complete repig- 
mentation by 10 to 14 days. Irra- 
diated depigmented sites always be- 
come hyperpigmented with relation 
to untreated sites. 


Occlusive vs Open Applications 


Application twice daily to one side 
of the back of four individuals was 
compared to once daily application 
under a continuous occlusive seal of 
polyethylene film. 


Occlusion increased irritation in 


* 
44 Arch Dermatol/Vol 111, Jan 1975 


each case. It also enhanced the onset 
and rate of depigmentation. In three 
of these four subjects hypopigmenta- 
tion was evident in a week and was 
maximal by three to four weeks after 
the start of treatment. 


Variations in the 
Concentration of Components 


The concentration of one ingredi- 
ent at a time was varied in a group of 
five subjects. 

Hydroquinone.— A hydroquinone con- 
centration of 10% brought about 
depigmentation more rapidly than 
that of 5%. Irritancy increased and 
the eream was more likely to undergo 
brownish discoloration. This had been 
noted by Spencer too." 

Reducing the concentration of the 
drug to 2% decreased its irritative- 
ness but diminished its potency. 
Complete depigmentation could be 
achieved but at the expense of time, 
maximal effects requiring three 
months or so. Applications thrice 
daily almost overcame this. 

Tretinoin.— Increasing the concen- 
tration of tretinoin to 0.2% accen- 
tuated irritation without a corre- 
sponding gain in effectiveness. With 
a concentration of 0.05%, irritancy 
decreased but a few weeks longer 
were required for complete depig- 
mentation. Depigmentation was not 
achieved when the concentration was 
reduced to 0.01%. 

Dexamethasone.— Increasing the con- 
centration of dexamethasone to 
0.2% did not lessen irritancy but did 
enhance effectiveness in a very clear- 
cut manner. With a 0.05% concentra- 
tion there appeared to be only a slight 
loss of effectiveness. 

In sum, lowering the concentration 
of each component by about one half 
decreases potency, but depigmenta- 
tion is still obtainable. 


Omission of One Ingredient 


Omitting one component always re- 
sults in loss of therapeutic effec- 
tiveness; it was not possible to obtain 
complete depigmentation after three 
months of twice daily applications in 
groups of three to four subjects. 
Lightening was visible but, on the 
whole, slight. While every ingredient 
was crucial to attain our established 
end-point, we could form a crude esti- 
mation of the relative importance of 
each. The ranking of depigmenting 
efficacy was (in descending order) hy- 
droquinone, tretinoin, and the cortico- 
steroid. Without hydroquinone, only 


very slight and inconsistent depig- 
mentation could be obtained. This ' 
component has overriding impor- 
tance. Without tretinoin, moderate 
depigmentation was usually possible. 
Leaving out the corticosteroid clearly 
lessened effectiveness but not to the 
extent that occurred when tretinoin 
was omitted. 


Application of Single Components 


In no instance in a group of four 
subjects did application of one-ingre- 
dient formulations produce substan- 
tial hypopigmentation within three 
months. Slight lightening was noted 
in two subjects treated with hydro- 
quinone. No loss of pigment occurred 
when retinoic acid and the steroid 
were applied alone. 


Variations in Steroid Component 


Two percent hydrocortisone acetate 
was substituted for dexamethasone 
in the treatment of three subjects. 
This formulation was considerably 
less effective. Depigmentation re- 
quired many more weeks with this 
drug than with fluorinated steroids. 

Commercial corticosteroid creams 
containing 0.025 fluocinolone aceto- 
nide (Synalar) 0.1% betamethasone 
valerate (Valisone), and 0.1% tri- 
amcinolone acetonide (Kenalog), were 
compared to our formulation after 
each had been triturated with 5% 
hydroquinone and 0.1% retinoic acid. 
Applications were made twide daily 
to the backs of six subjects for a pe- 
riod of five weeks (a period shorter 
than the time generally needed for 
complete depigmentation). 

We judged that lightening occurred 
earlier and was more advanced after 
five weeks of treatment with fluo- 
cinolone and betamethasone valerate 
than after treatment with the other 
two preparations. Results of treat- 
ment with triamcinolone and dexa- 
methasone seemed about equivalent. 
The more potent anti-inflammatory 
agents were also more effective for 
depigmentation. 


Replacement of Tretinoin 


It seemed a possibility that the tre- 
tinoin was merely acting as an ir- 
ritant, producing nonspecific effects 
that might be duplicated by other 
substances that damage the skin. Be- 
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sides, Kahn had ceme to the conclu- 
sion that practically any phenolic 
substance could imduce hypopigmen- 
tation with suffieiently intense expo- 
sure.^ He even observed loss of 
pigment with occlusively applied hex- 
achlorephene. 

We tested this possibility by sub- 
stituting the folloving substances in 
place of tretinoin in the basic for- 
mula: (1) 2.5% to £0% sodium lauryl 
sulfate (this denztures the horny 
layer barrier and greatly potentiates 
penetration); (2) 5% to 10% phenol; (3) 
10% resorcinol; (4) 50% trichloroacetic 
acid; (5) 2.5% benzalkonium chloride 
3500 (Hyamine 3509) (a cationic qua- 
ternary salt); (6) Æ% sodium salt of 
tetrachiorphenol; and (7) 5% salicylic 
acid. 

These studies were conducted on 
different groups of four to five sub- 
jects and always the basic formula 
was used as a control. 

The irritant reaccions produced by 
this greup of substances was as great, 
and in some instarces greater, than 
that produced by the basic formula. 
In no ease, however, was the depig- 
menting effect comparable. Sodium 
lauryl sulfate came closest to being 
an effeetive replacement, that is to 
say, the depigmentation was greater 
than could be achie-ed with the com- 
bination of hydroqumone and the cor- 
ticosteroid. Phenol was also partially 
effective. Neither compound can be 
given semous consideration. Trichlo- 
roacetic acid, the quaternary salt, and 
tetrachlomphenol seemed to nullify 
the depigmenting effect. 


Racial Influence 


At first, light- and dark-skinned 
blacks were used indiscriminately. 
We gradually came to appreciate that 
deeply pigmented mdividuals were 
more suseeptible to the depigmenting 
effect. 

This finding was evaluated in a 
parallel study in whieh twice daily ap- 
plications of the basic formula were 
made for eight weeks in three groups 
consisting of five subjects each: (1) 
very dark blacks, 2) lightly pig- 
mented blacks, and (*) whites of aver- 
age complexion. 

In regard to the onset and final ef- 
fect after eight weexs of treatment, 
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there were important differences 
among the groups. Deeply pigmented 
blacks were the most susceptible and 
whites the least. Lightly pigmented 
blacks were intermediately suscepti- 
ble. In three of five whites, loss of 
pigmentation was hardly appreciable 
and was only modest in the other two. 
We hasten to add that we are not re- 
ferring here to relative changes. Ob- 
viously, a 50% reduction in pigmenta- 
tion will be more apparent in dark 
than in light skin. 


Histologic Findings 


Dopa-stained epidermal sheets were 
examined in six black subjects who 
had become completely depigmented 
after two to three months of twice 
daily application of the basic formula- 
tion. Nearby untreated skin served as 
controls. 

Even at low magnification, one 
could observe that the quantity of 
dopa-positive melanocytes was in- 
creased. Melanocyte density in the 
control specimens ranged from 415 to 
608/sq mm (mean, 527 sq mm), while 
in depigmented skin the range was 
720 to 1,082/sq mm (mean, 903/sq 
mm). Moreover, the melanocytes were 
larger and more active enzymically. 

In 12 specimens stained with hema- 
toxylin-eosin that were taken from 
depigmented skin, there was slight 
acanthosis, an increased granular 
layer with larger granules, and some- 
what increased basophilia and hyper- 
trophy of the basal layer (Fig 1). 

The only noteworthy dermal change 
was a slight increase in perivascular 
monocytic cells. 

In two biopsy specimens taken two 
and three weeks respectively after 
starting treatment—when irritation 
was prominent-the principal find- 
ings were marked acanthosis, foci of 
parakeratosis, hypertrophy of epider- 
mal cells, dilation of dermal venules, 
and a moderate perivascular infil- 
trate of mononuclear cells. These are 
rather typical findings of an ongoing 
irritancy reaction. 

Silver stains of depigmented black 
skin (six specimens) showed finely 
dispersed melanin granules through- 
out the epidermis, including the stra- 
tum corneum (Fig 2). These granules 
were greatly reduced in quantity. 
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Supranuclear caps were absent. 


TREATMENT OF DISORDERS 
OF HYPERPIGMENTATION 


We report here our preliminary ob- 
servations. Far more extensive clini- 
cal studies will be neeessary before 
the merits and limitations of this 
treatment can be appreciated. 

We urged the patients to apply 
that amount of the formulation once 
or twice daily that would induce peel- 
ing. After that phase abated, appli- 
cation was once daily. The patients 
were counseled not to expect appre- 
ciable lightening until the agent had 
been tried for at least six weeks. The 
treatment was considered a failure if 
by 12 weeks the patient considered 
that depigmentation was not great 
enough to remedy social embarrass- 
ment. 

The results aré shown in the Table. 
It is clear that the agent was effec- 
tive in cases of melasma, ephelides, 
and postinflammatory hyperpigmen- 
tation. It was ineffective in cases of 
"senile" lentigines of the dorsa of the 
hands. 

Melasma patients registered great 
satisfaction with the results (Fig 
3). These were young, aduit, white 
women all of whom were taking con- 
traceptive pills. The treatment had to 
be individualized. For most of the pa- 
tients, once daily application was 
enough. With melasma, irritation ap- 
parently did not greatly enhance de- 
pigmentation as it did in black skin. 
Satisfactory results were obtained by 
some women who had little or no peel- 
ing. Depigmentation generally began 
earlier than in normal skin of black 


-volunteers and was of satisfactory 


magnitude by five to seven weeks af- 
ter the start of treatment. There was 
surprisingly little trouble with color 
balance in relation to surrounding 
normal skin. Norma! skin in fact 
seemed to lighten only slightly, if at 
all. None of the cases was followed 
up beyond four months; no adverse 
effects were encountered. 

The patients with ephelides were 
young, adult, white men; treatment 
was restricted to one area of the 
back. Longer treatment periods were 
required than with melasma; irrita- 
tion promoted depigmentation in this 
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group. Again normal skin was only 
slightly lightened. 

More difficulty was experienced 
with color blending in patients with 
postinflammatory ^ hyperpigmenta- 
tion. These patients were blacks in 
whom patch tests with irritants and 
allergens had provoked intensified 
pigmentation, usually on the forearm 
or back. Without exception, pig- 
ment-loss was first noted in the hy- 
perpigmented square and was regu- 
larly well under way by the third 
week of treatment. Needless to say, 
in this group one seeks only to re- 
duce pigmentation to the background 
level. 

Two individuals with postinflam- 
matory hyperpigmentation re- 
sponded only moderately; their cases 
were highly instructive and revealed 
a limitation that cannot be overcome. 
In both patients, tte skin had become 
intensely hyperpigmented following 
intensive allergie contact dermatitis. 
The reason for resistance was seen in 
the biopsy specimen: in addition to 
increased epidermal melanin, there 
were many dermal histiocytes with 
large aggregates of melanin gran- 
ules. This change might be regarded 
as a dermal tattoo and is inaccessible 
to the pharmacologic actions of the 
depigmenting formula. 

Two black patients with extensive 
long standing vitiligo were treated 
by the obverse technique, that is, 
by depigmenting the unaffected areas. 
The course of depigmentation fol- 
lowed the pattern we had learned to 
expect in normal blacks. Depigmenta- 
tion was complete in 9 and 11 weeks 
respectively. Both seemed pleased. In- 
explicably, both defected from treat- 
ment; neither could be located for fol- 
low-up. 

The patients with lentigines were 
elderly whites, more than 65 years 
old, with the usual stigmata of actin- 
ically damaged skin. It was more dif- 
ficult to induce peeling on the backs 
of the hands; nonetheless, even with 
three and four applications daily, only 
slight depigmentation was achieved. 


COMMENT 
The depigmenting ability of this 


combination of drugs is impressive 
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(Fig 4). In our estimation, hydro- 
quinone—no matter how formulated— 
is not effective enough to satisfy the 
needs of most patients with hyper- 
pigmentation disorders. Claims such 
as Spencer's are utterly baffling to us 
and completely alien to our experi- 
ence.* He achieved depigmentation 
of senile lentigines on the backs of 
the hands of older white men in 28 of 
4l patients by applying hydroqui- 
none. We found those particular le- 
sions quite resistant. 

Spencer also found that 2% hydro- 
quinone would depigment the normal 
skin of light-skinned blacks in about 
50% of the cases. We would emphasize 
that our inability to achieve anything 
like that result with the available 
commercial formulations or with ex- 
temporaneous preparations contain- 
ing 2% to 5% hydroquinone cannot be 
ascribed to inadequate usage. Our 
subjects were largely institution- 
alized volunteers, applications were 
two to three times daily, and the test 
period rarely less than three months. 

Arndt and Fitzpatrick were careful 
to state that a concentration of 2% to 
5% of hydroquinone was "a moder- 
ately effective depigmenting agent" 
in the treatment of 8095 of various 
disorders of hyperpigmentation. Our 
value judgments evidently differ 
from those of other investigators. 

As regards the mechanism by which 
each component contributes to pig- 
ment loss, knowledge is sketchy and 
incomplete. We offer the following 
tentative analysis: 

l. In respect to hydroquinone, Den- 
ton et al have demonstrated in vitro 
inhibition of the enzymic oxidation of 
tyrosine to dopa, the first step in the 
synthesis of melanin. According to 
lijima and Watanaba, hydroquinone 
blocks the dopa-reaction in human 
skin.” It is a likelihood that hydro- 
quinone interrupts one or more steps 
in the tyrosine-tyrosinase pathway of 
melanin synthesis. 

Unlike the substituted phenols, hy- 
droquinone is not melanocidal. In- 
deed, the density of dopa-positive 
melanocytes was increased. 

2. How corticosteroids promote de- 
pigmentation is pure conjecture. The 
general effect of steroids on many cell 
systems is antimetabolic. Steroids are 


cytotoxic or at least cytostatic for 
the epidermis; they decrease epider- ' 
mal turnover and eventually produce 
atrophy.” Perhaps the secretory prod- 
uct of the melanocyte is suppressed in 
the same fashion as collagen syn- 
thesis is suppressed by fibroblasts.” 

We studied specimens of black skin 
in which epidermal atrophy had been 
induced by prolonged topical appli- 
cation of a corticosteroid. There was 
only slight hypopigmentation at the 
time of biopsy. The quantity of pig- 
ment did not seem to be altered. With 
the dopa stain, however, melanocytes 
were fewer and often shrunken, with 
short attenuated dendrites. The in- 
tensity of the stain was also dimin- 
ished. One would normally expect 
such changes to be accompanied by 
clinically apparent pigment loss. The 
probable explanation for this paradox 
is decreased epidermal turnover. Ke- 
ratinocytes move outward at a slowed 
rate and can thus acquire pigment 
over a longer time. Production is less, 
but so is the loss. 

3. Tretinoin acts in a different 
manner. Khaidbey and Kligman have 
recently made histologic observations 
of human skin that had become hard- 
ened to tretinoin after vigorous topi- 
cal use. (K. Khaidbey, MD, A.M. Klig- 
man, MD, PhD, unpublished data). 
Tretinoin by itself caused a disper- 
sion of pigment granules in kerati- 
nocytes, with notable loss of supranu- 
clear caps in the basal layer. This 
alone would tend to cause lightening. 
To this might be added two additional 
effects. First, interference with pig- 
ment transfer. On the face of it, the 
presence of more numerous, more ac- 
tive melanocytes should cause hyper- 
pigmentation not hypopigmentation. 
This suggests that the dendrites can- 
not donate pigment to surrounding 
keratinocytes. Such a situation pre- 
vails in psoriasis also. Stimulation of 
melanocytes is to be expected in all 
inflammatory reactions. Earlier we 
found at least a doubling of mela- 
nocytes after topical application of ir- 
ritant chemicals. Second, whatever 
pigment manages to get into kerati- 
nocytes is also lost more rapidly since 
retinoic acid accelerates epidermal 
turnover. Keratinocytes move from 
the basal layer to the horny layer in 
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a few days, speeding up the loss of 
pigment. 

It is impertant t» note that there is 
some balarcing-ow of the individual 
effects when the three agents are 
combined. Slearly, tretinoin overrides 
the atroph»-r»rodudng and antimitot- 
ic effect of -he cort costeroid. The cor- 
ticosteroid, on the other hand, seems 
to antagoraze the thinning effect of 
tretinein en the stratum corneum. 
The herny ayer seemed normal. It is 
not known whethe the barrier func- 
tion is intact in sk n depigmented by 
our formula. 

Durng the ezrly inflammatory 
stage, the *hanges are dominated by 
the effect of tret noin. The epider- 
mis becomes-acantnotie with variable 
parakeratosis. In depigmented skin, 
the presenee-of basophilia and hyper- 
plasia of Easalar «eratinocytes sug- 
gests that there is a higher turnover 
rate. There ore, depigmented skin can- 
not be saic to be sompletely normal. 

At frst it seemed strange that it 
was easier to depgrment blacks than 
whites. Im fair-skinned whites, de- 
pigmentat:on takes a longer time and 
is frequencly incemplete. Clinicians 
have long apprecieted the greater la- 
bility of Hack skin with regard to 
pigmentary chang*s. Traumas and in- 
flammator~ episodes in black skin ex- 
hibit the pz radox cf being followed by 
either ex@ssive a1yperpigmentation 
or hypopig-nentaton. The controlling 
mechanisms, whatever they may be, 
are more -eadily unbalanced in the 
black. 

The reletive resistance of normal 
white skim has certain advantages in 
therapeuti= applications. Hyperpig- 
mented skw in the white tends to re- 
act like normal skin in the black. It is 
more susceptible to depigmentation 
and respords mor»? swiftly and fully. 
The effect is, therefore, somewhat se- 
lective ani blending of color tones 
with the surrounding skin is more 
easily attained. It is frequently diffi- 
cult to restrict application solely to 
hyperpigmented areas. That is al- 
ways the case in fseckles, and because 
of odd patcerns frequently applies to 
melasma as wel. It would be a 
ghastly cosmetic lebacle, worse per- 
haps than the original disorder, if in 
these inst.nces the entire region be- 


EH 


Arch Dermatel/Vol 111, Jan 1975 





came a gleaming ivory-white! 

With his customary perspicacity 
Lerner has proferred some specula- 
tions that perhaps explain the 
greater tendency of black (or hyper- 
pigmented) skin to become hypopig- 
mented.^ He theorizes that mela- 
nocytes have a built-in bias toward 
“self-destruction,” noting that the 
more pigment produced by a given 
group of melanocytes, the greater the 
tendency for the cells themselves 
to disappear. Extreme examples are 
halo nevus and vitiligo, in which the 
melanocytes are completely eradi- 
cated. He postulates that melanocytes 
are exquisitely sensitive to phenolic 
materials, almost all of which—in 
proper concentration—inhibit the 
tyrosine-tyrosinase reaction. Signifi- 
cantly, tyrosine and dopa are also 
phenols. Some protective process nor- 
mally prevents these substances from 
injuring the cell or inhibiting melanin 
protection. The loss of this regulatory 
control would expose the melanocyte 
to its own potentially deleterious phe- 
nols. Similar implications can be 
drawn from Riley’s work.” 

To date, we have encountered no 
adverse effects other than irritation. 
In his series, Spencer saw two cases 
of contact sensitization to hydro- 
quinone.’ 

The well-known local side effects 
of corticosteroid therapy—atrophy, 
striae, acne, telangietasia—have not 
been noted and are very unlikely. 
Tretinoin is a recognized antagonist 
of steroid action; it counteracts, 
forexample,steroid-suppressed wound 
healing.” At the clinical level, as well 
as the histologic one, tretinoin appar- 
ently overcomes the potentially dele- 
terious effects of corticosteroids. 
Nonetheless, we shall have to be on 
the lookout for untoward effects from 
prolonged use. We have emphatically 
warned against the use of cortico- 
steroids on the face, in particular 
where acneiform eruptions, rosacea- 
like erythemas, and even perioral der- 
matitis are possibilities. The use of 
nonfluorinated corticosteroids would 
eliminate side reactions. 

In view of the increased population 
of melanocytes, the extraordinarily 
rapid return of pigmentation after 
stopping treatment is readily ex- 
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plieable. Indeed, pigmentation may 
be even greater than criginally. Once 
inhibition is lifted, the-melanin facto- 
ries go to work witk full force. A 
melanogenic stimulus such as ul- 
traviolet light will greatly accelerate 
repigmentation. These remarks apply 
mainly to normal skin of blacks but 
should be kept in minc when this for- 
mulation is used for treatment. 

It is possible that the formulation 
we have evaluated is not optimal for 
routine clinica! use. It might be 
advantageous, for exemple, to halve 
the concentratien of each component. 
This would reduce irritation even 
though the response would be slower. 
Changes in the vehicle might bring 
other improvements. Disorders of hy- 
perpigmentation are very diverse. 
Considerable clinical testing will be 
required to reduce to practiee the 
findings reported herein. 

It is already clear that not every 
pigmented lesicn will respond to this 
treatment. Lesions in which most of 
the pigment is in the dermis cannot 
be benefitted. The formula is not a 
bleaching agent and will not decol- 
orize melanin. We thimk that the com- 
bination will be found effective in the 
treatment of all hyperpigmented le- 
sions in which epidermal melanocytes 
are the source of pigment, providing 
that penetration is adequate. We 
have some evidence that the poor re- 
sults in the treatment of senile lenti- 
gines are attributable to this factor. 
Higher strengths of the formulation 
in special vehicles that promote diffu- 
sion across the horry layer might 
solve this problem. 

It might be helpful so outline treat- 
ment guidelines from our present 
vantage point. 

Enough of tne formulation should 
be applied to eTect peeling and mod- 
est reddening; this accelerates depig- 
mentation but is not a prerequisite 
for it. Peeling helps the patient moni- 
tor the amount to be applied. Hard- 
ening occurs within four or five 
weeks; thereafter, skin reactions are 
scarcely perceptible. 

The patient should avoid sunlight 
or use liberal amounts of sunscreens. 
Erythemic radiation strongly antago- 
nizes the depigmenting *effect. Pa- 


tients should be cautioned about the 
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use of other potentially irritating 
substances; washing with soap should 
be limited to one or two times daily. 
Hyperpigmentation rarely begins 
before three weeks. Do not promise 
rapid results and urge patience. If 
hypopigmentation is not under way 
by two months, the case may be re- 
garded as a treatment failure. 
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After the desired degree of light- 
ening is obtained, it may be possible 
to maintain the effect by treatment 
with low-strength preparations. We 
are encouraged to think that in some 
conditions 5% hydroquinone alone will 
sustain the effect. 

Finally, we perforce must mention 
one potentially nightmarish outcome 
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formula to lighten the skin of normal 
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acceptable only in extensive vitiligo. 
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Electron Microscopical 


and Biochemical Analysis 
of Colloid Milium ! 


Ken Hashimoto, MD; Richard L. Katzman, PhD; 
Andrew H. Kang, MD; Tamotsu Kanzaki, MD, PhD 


Two new cases of colloid milium were 
studied by several methods to examine if 
collagen is the source of colloid. Wound- 
healing experiments in the lesion re- 
vealed that colloid is reproduced de novo 
with possible interaction with epidermal 
cells. Unfixed, native colloid did not con- 
tain collagen and salt extraction did not 
alter the ultrastructure of colloid. Tissue 
culture of colloid fibroblasts produced 
colloid-like substance. These results sug- 
gest that colloid is not a degeneration 
product of collagen. Disc electrophoresis 
of extracted colloid produced a distinct 
band, which is absent in the normal skin 
control. Amino acid analysis of colloid 
suggests that colloid may contain the re- 
cently described class of glycoprotein, 
called "structura! glycoprotein" that is 
not related to collagen because it does 
not contain hydroxyproline and hydroxy- 
lysine and contains only a small amount 
of glucose. These biochemical data sup- 
port the conclusion reached in electron 
microscopical studies. 


Accepted for publication Aug 15, 1974. 
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moto). 


olloid milium has beer consid- 
C ered to represent a special type 
of collagen degeneration due to 
chronic exposure to ultraviolet light. 
The lesion of adult type consists of 
small, semitransparen: papules on 
sun-exposed areas, such as the face 
and dorsum of the hands of suscep- 
tible individuals. An interesting fea- 
ture of colloid milium is its histo- 
logical and histochemical similarity 
to amyloid. Ultrastructural examina- 
tion, however, has revealed that the 
colloid consists primarily of a struc- 
tureless (amorphous) substance, of 
medium electron density, which has 
no similarity whatsoever to amyloid 
filaments.” Electron microscopic ex- 
aminations' also revealed that (1) 
a number of apparently degenerated 
collagen fibrils are admixed in abun- 
dant amorphous substance; (2) the 
general pattern of the deposited col- 
loid in the lesion is similar to collagen 
islands found in normal dermis; and 
(3) fibroblasts in the lesion contain, 
in their endoplasmic reticulum, an 
amorphous substance similar to col- 
loid. These ultrastructural observa-. 
tions suggested that the colloid may 
be an actinic degradation product of 
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preexisting collagen or a de novo 
product of abnormal fibroblasts, 
rather than an amyloid-like sub- 
stance. 

Recently we found two more pa- 
tients, a bus driver and a farmer, who 
had an extensive colloid degeneration 
of the skin. We obtained a quantity 
(approximately 250 mg) of relatively 
blood-free colloid from the lesions on 
hands, and this material was exam- 
ined by disk electrophoresis. Encour- 
aged by the finding of a rather ho- 
mogeneous pattern, we proceeded to 
analyze its amino acid and carbohy- 
drate composition. The colloid con- 
tained no detectable amounts of hy- 
droxyproline or hydroxylysine, two 
amino acids characteristic of collagen. 
The amino acid composition suggested 
that the colloid may be “structural 
glycoprotein,” a fourth major macro- 
molecular component of connective 
tissue.‘ 

In additional experiments, a 6-mm 
punch biopsy specimen was taken and 
later specimens from the healing 


Fig 2.—Confluent, semitranslucent papules cover dorsum of left 
hand of patient 1. His right hand, face and neck were similarly in- 
volved. Several white, atrophic scars resulted from frequent cu- 


rettage. 
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Fig 1.—Disc electrophoresis of SDS- 
treated colloid and normal skin (N) reveals 
that a thick band (arrowhead) is com- 
monly present in colloid (I and Il) but not in 
control. 


wounds were taken after two, four, 
six, and eight weeks to see if colloid 
would be redeposited in the lesion. 
Simultaneously, "colloid fibroblasts" 
were cultured to see if colloid could be 
produced by these cultured cells. It 
was found that fibroblasts actively 


produced colloid-like material de novo 
in the healing wound. The initial dep- 
osition of colloid was seen near the 
basal lamina of the epidermis and oc- 
easionally between basal cells. Non- 
epithelialized wounds did not ccntain 
colloid. Cultured fibroblasts produced 
a small amount of "colloid-like" sub- 
stance. 


MATERIALS AND METHODS 


All specimens were obtained by punch 
biopsy after a local injection of 1% pro- 
caine hydrochloride, and immediately cut 
into 1 cu mm pieces. These tissue blocks 
were fixed in 2.5% to 5% glutaraldehyde in 
01.M cacodylate buffer at pH 7.4 at 4 C for 
four hours. After an overnight rinse in the 
same buffer, the specimens were postfixed 
for two hours at 4 C in 1% osmium ‘tetrox- 
ide in 0.1M sodium barbital buffer at pH 
7.4. Dehydration was carried out in graded 
concentrations of ethanol and propylene 
oxide. Araldite was used as the embedding 
medium. Thin sections cut on an ultra- 
microtome were placed on coated copper 
grids, stained for 30 to 60 minutes in a sat- 
urated solution of uranyl acetate in 50% 


Fig 3.—Top, Typical upper dermal accumulation of colloid is 
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seen. Notice that perivascular spaces (*) are spared (case 1) 
(hematoxylin-eosin, x 250; Inset, x 400). Bottom, Typical colloid 
accumulation is seen within dermal papillae (case 2) (hematoxy- 
lin-eosin, left, X 100; right, x 250). 
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Fig 4.—One arteriole (A) and one venule (V) are each surrounded by ring of admixture of multiplied basal 
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aminae, collagen fibrils, and ill-defined substances. These perivascular rings (R) are separated from colloid (C) 
»y histiocytes (or phagocytes) (H) and fibroblasts ( x 2,500). 


ethanol and then, before becoming com- 
pletely dry, -estainec by floating for ten 
minutes on Eewnolds lead citrate.’ 

Portions o: the speamens were teased in 
distilled watr or 09% sodium chloride, 
spread on fo mvar-ccated grids, dried and 
stained with 1% phosohotungstic acid and 
1% uranyl acetate in distilled water. 

Other parts of the same specimens were 
extracted wi he0.9% sodium chloride for 24 
hours and emliedded in epoxy resin. The 
stained thin sections and spread prepara- 
tions were e-amined in an electron micro- 
scope (Hitacai HU- 12). 

In other experiments, 6-mm punch 
biopsy specimens were taken of typical le- 
sions of coll-id milium initially and 4-mm 
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punch biopsy specimens were taken at two, 
four, six, and eight week intervals. A spe- 
cial precaution was taken not to include 
any part of the original lesion outside 
of the biopsy wound when performing the 
subsequent biopsies. 


Disk Electrophoresis 


Disk electrophoresis was performed by 
the method of Weber and Osborn.5* The 
whole colloid samples obtained at biopsy 
were extracted with 0.1% sodium dodecyl- 
sulfate (SDS) containing 20 mM 2-mercap- 
toethanol, which solubilizes structural gly- 
coprotein. The solubilized material, ap- 
proximately 5096 by weight, was applied to 
the gels for electrophoresis. The gels were 


stained with amidoschwartz black. The 
molecular weight of the fast-moving com- 
ponent (Fig 1) was estimated from a cali- 
bration curve obtained from electrophore- 
sis under conditions identical for bovine 
serum albumin (67,000 daltons), ovalbumin 
(45,000 daltons), and myoglobin (17,000 dal- 
tons). 


Amino Acid and 
Carbohydrate Analyses 


Amino acid and carbohydrate analyses 
were performed as previously desecribed.** 
Material taken from patent 1 was deter- 
mined twice at different times; the values 
were very similar. The materials for these 
studies were either expressed from the le- 
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ently degenerating collagen (C) with a halo of empty space are three components 


of colloid lesion ( X 147,500). 


sions with a large curette through a small 
incision (specimen 1) or punched with a 
6-mm skin punch (specimen 2). After the 
epidermis was removed with a scalpel from 
the specimen, the whole colloid was ana- 
lyzed for amino acid and carbohydrate 
composition. Normal human dermis for the 
control study was obtained from the abdo- 
men of a healthy individual. The epidermis 
was similarly removed with a scalpel. 

For amino acid analysis, the samples 
were hydrolyzed in 6N hydrochloric acid in 


. tubes sealed under an atmosphere of nitro- 


gen for 24 hours at 108 C. Analyses were 
performed on an automatic amino acid an- 
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alyzer (Beckman 121) by a single column 
method as described previously.* 
Carbohydrate analyses on these samples 
were carried out in a manner detailed by 
Katzman and Oronsky.* Briefly, the sam- 
ples were refluxed with 5M methanolic hy- 
drogen chloride in sealed glass tubes for 16 
hours. After methanolysis, the residues 
were acetylated by the use of acetic anhy- 
dride and pyridine (equal volumes), fol- 
lowed by de-O-acetylation with a saturated 
solution of ammonia in methanol. The 
product was then per(trimethylsilyl)ated 
for 30 minutes at room temperature with 
Tri-Sil (Pierce Chemical Company) and 





dried by evaporation. The per(trimeth- 
ylsilyl) derivatives of carbohydrates were 
then analyzed by gas-liquid ehromatogra- 
phy on a Perkin-Elmer Model 900, equipped 
with dual flame ionization detectors. 
Known amounts of myo-inositol were 
added to each sample as internal stardard 
to calculate recovery of each earbohydrate 
component. 


Case Histories 


Case 1.—A 56-year-old man,a bus driver 
for 20 years, showed extensive lesiors on 
his face, neck, and dorsa of hands. Tte le- 
sions were confluent papules and nodules. 
After repeated curettage, the colloid-ex- 
tracted lesions produced white scars (Fig 
2). To some extent, this was therapeutic, 
and the patient requested continued ther- 
apy. His serum electrophoresis for gamma 
globulins was normal. 

CasE 2.—A 55-year-old man developed 
typical lesions of colloid milium on the 
prominences of the cheeks and dorsal sur- 
faces of the hands during a period of many 
years. Biopsy specimens were obtained 
from his hands. 


RESULTS 
Electron Microscopy 


Several glutaraldehyde-fixed speci- 
mens from case 1 and one speci- 
men from case 2 showed essen- 
tially the same changes. Colloid was 
mainly accumulated in the upper 
dermis and within the dermal papil- 
lae (Fig 3). It consisted of mediam, 
electron-dense, amorphous substance 
and a small number of thin filaments 
(Fig 4 and 5). On high magnification, 
a small amount of what appearec to 
be degenerated collagen was seer to 
be surrounded by halo-like empty 
spaces (Fig 5). Fibroblasts showed 
well-developed, rough endoplasmic re- 
ticulum and extended villi, suggest- 
ing that they were actually engaged 
in protein synthesis. Perivascular 
spaces were completely free from eol- 
loid; multiple layers of basal lamina 
admixed with normal collagen sur- 
rounded the endothelial celis (Fig 4). 
Perivascular histiocytes or phazo- 
cytes showed dense lysosomal bodies 
but did not ingest colloid (Fig 4). No 
foreign-body reaction was elicited by 
colloid. 

Incubation of colloid in normal sa- 
line did not extract the amorphous 
component of colloid. Mature collagen 
fibrils remained intact (Fig 6, lefti. 
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Spread preparatien of native col- 
loid did not show any specific struc- 
ture (Fig 6, night). Extraction with 
normal salire for =4 hours did not 
change the uitrast-ucture of ill-de- 
fined, amorpaeus supstance. 

Wound he.ling af er biopsy was ac- 
companied ey collad regeneration. 
When the eoidermis migrated from 
the periphery and cevered the wound 
after two to fou- weeks, initial 
accumulation of amcrphous substance 
(which is utrastru-turally identical 
with colloid) was observed in the up- 
per dermis ("ig 7), within the dermal 
papillae (Fig 8), and even between 
the basal keratinocytes (Fig 9). 

Tissue-cul ured fikroblasts from the 
lesion contamed very well-developed 
endoplasmic reticulum (Fig 10), 
amorphous end fine filamentous sub- 
stance within endoplasmic reticulum, 
myelin-like laminaced bodies, and 
dense bodie . These fibroblasts pro- 
duced thin -ollager and fine micro- 
filaments (1C) to 12C Angstroms) (Fig 
10). Various 3iamen-s with diameters 
smaller thar microflaments (Fig 11) 
could be ve-y ill-defined and amor- 
phous; then their resemblance to the 
colloid subs-ance ir the lesion (Fig 
11; cf Fig 5) was clese. 


SDS Desk Electrophoresis 


Electropheresis ef the material 
from colloid 2xtracted with SDS-mer- 
captoethano demoastrated a fast- 
moving dense band toward the buffer 
front (Fig l», with an estimated mo- 
lecular weght o approximately 
15,000 daltons, not present in the sim- 
ilarly processed spe*imen of the nor- 
mal dermis In addition, the SDS- 
mercaptoethanol extracts of colloid 
had large molecuar weight sub- 
stances tha did mot penetrate the 
gels (Fig 1 right) A similar dark 
band was al o present in the material 
from patien- | (but not shown in the 
figure because the top of the gel was 
outside the photographie field). In 
contrast, the extract from normal 
skin of contzols did aot contain a sim- 
ilar band. 

Although the de ails of the band 
patterns of the colbid samples from 
the two patents dzfer, the presence 
in both samoles of 1 component with 
a moleeular weight of 15,000 daltons 


Arch Dermatel/Vol 111, Jan 1975 


* d 
Lx 
io 


Nes 
" 
f 
p 
‘ 





Fig 6.—Left, Neutral salt extraction of a biopsy specimen from colloid lesion did not 
change ultrastructure of colloid (*). Mature collagen fibrils (C) are not affected by this 
procedure ( x 7,500). Right, Spread preparation of colloid was stained with 1% phospho- 
tungstic acid and 1% uranyl acetate in distilled water. Only amorphous, ill-defined sub- 


stances are present ( x 300,000). 


is of interest, since the results re- 
ported from the laboratory of one 
group" suggest that the basic 
monomeric unit of the "structural 
glycoproteins" of mammalian tissue 
may be a polypeptide of molecular 
weight of 15,000, and that the ob- 
served heterogeneity in molecular 
weight of the "structural glycopro- 
teins” may be predominantly due to 
polymerization of the 15,000 molecu- 
lar weight polypeptides. 


Amino Acid Analyses 


Table 1 gives the amino acid com- 
position of colloid milium from two 
patients. Since the entire colloid sam- 
ples were hydrolyzed and analyzed, 
the absence of hydroxyproline and 
hydroxylysine ruled out the presence 


of a detectable amount of collagen or 
its breakdown products. 

Although there are some differ- 
ences in the amino acid composition 
of the two colloid specimens, the gen- 
eral pattern of the composition is re- 
markably similar to those reported 
for the “structural glycoproteins” of 
connective tissue.*™ Some examples 
of these are presented in Table 1 for 
comparison. 


Carbohydrate Analysis 


Table 2 gives the result of carbohy- 
drate analysis of the cclloid material 
from patient 1. A low content of glu- 
cose (0.1%) is noted. Since tropocolla- 
gens of mammalian skin contain 0.4% 
of glucose," this low concentration in- 
dicates that collagen is not the major 
component of colloid. 


e 
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Fig 7.—Second biopsy specimen of lesion—three weeks after wounds. Collagen (c), microfibrils (m) and fine filaments em- 
the initial biopsy. Amorphous substance (A), fibrin (f), fibroblasts bedded in amorphous substance (a) are enlarged in inset 
(F), collagen (C), and erythrocytes (E) are admixed in the healing (X 41,750; inset, x 65,000). 
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Fig 8.—Seccnd biopsy specimen of lesion four weeks after ini- 
tial biopsy. Centiguous to basal lamina (arrows) of epidermis, 


COMMENT 


The preseat study clearly demon- 
strates that «olloid is not composed of 
collagem or is degradation products, 
as judged fmm our chemical analy- 
ses. The absence of any detectable 
amounts of hydroxyproline in the acid 
hydrolyzates-of the whole colloid mil- 
ium indicates that colloid must con- 
tain, if any, less than 0.1% collagen. 
On the cther aand, tke overall pattern 
of the amine acid composition bears 
a striking similarity to the recently 
described cl=ss of eonnective tissue 
glycopretein. designated “structural 
glycopretein-.™ ° Since the composi- 
tion reporte] here is obtained on 
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erude material containing several 
bands of proteins on SDS-disc electro- 
phoresis, it is impossible to be certain 
of the chemical nature of the colloid. 
Nevertheless, the resemblance of 
amino acid composition (Table 1) as 
well as the presence of a protein com- 
ponent with an SDS-gel electropho- 
retic mobility of molecular weight 
15,000 (Fig 11), previously suggested 
by Wolff et al’ and Timple et al” as 
the structural unit of the connective 
tissue "structural glycoproteins," do 
suggest the possibility that colloid 
may be largely composed of similar 
"structural glycoproteins." However, 
further investigation is needed to 
clarify the point. 
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dense aggregations of amorphous substance (A) are seen within 
microdermal papillae. Note epidermal basal cell 6B) ( x 45,000). 


Macroscopically, colloid is a semi- 
transparent gelatin-lixe material 
that is easily curetted out in pure 
mass. As seen by light microscopical 
examination, it is moderately eo- 
sinophilie and very homogeneous. At 
the ultrastructural level, it is also 
very homogeneous; it is mainly com- 
posed of amorphous, medium elec- 
tron-dense substance. Experiments 
with wound healing showed that col- 
loid is slowly reproducec in the upper 
dermis, with possible ep:dermal inter- 
action. Peculiar localization of eolloid 
in the upper dermis, particularly in 
dermal papillae, may nct only be due 
to a more severe exposure of these lo- 
cations to ultraviolet irradiation but 
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Fig 9.—Between regenerating epidermal keratinocytes (K) covering healing wound four weeks after the initial 
biopsy, amorphous dense substance (A) is accumulating ( x 17,500). 
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Fig £9.—Cult: red ''colloid fibroblasts” after two weeks have an extensive development of rough-surfaced endoplas- 
mic re:culum (3). Extracellular spaces are full of young collagen (c), fine filaments (f), and amorphous substances 
(&). N&e myelin-figured body (m) and dense body (d) ( x 12,000). 
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Fig 11.—High magnification of extracel- 
lular components of an eight-week culture 
of “colloid fibroblasts.” Fine filaments (ar- 
rows) or amorphous substances (A) are 
admixed with thin collagen fibrils (c) 
( x 47,000). 








Table 2.—Carbohydrate Composition 
of Colloid Milium* 











6 
1 
4 


N-acetyl glucosamine 0 





* Determined by gas-liquid chromatography 
of the per (trimethylsilyl) ated derivatives.” 





Table 1.—Amino Acid Compositions of Colloid Milium and Several Connective Tissue ‘‘Structural Protein” Preparations* 


Structural Protein 
Colloid Milium Normal 


ee... 0—0 0 OO 
Amino Metridium Rabbit Rabbit Calf MÀ Human 
Acids Body-wallt Dermist Dermis$ Joint!| Patient 1 Patient 2 Dermis 


Hydroxyproline 0 0 0 0 117 
Asparagine 109 100 101 

Threonine 

Serine 

Glutamine 

Proline 

Glycine 


Alanine 


Cystine 
Valine 
Methionine 
Isoleucine 
Leucine 
Tyrosine 
Phenylalanine 
Tryptophan 
Hydroxylysine 
Lysine 
Histidine 
Arginine 





* Amino acids expressed as residues per 1000 residues; ND indicates not determined. 
t From Katzman.4 

t Fraction of dermis soluble in 8M urea, by Timple et al.'? 

§ Insoluble fraction of dermis, by Timple et al.? 

|| Data of Timple et al. 
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may also be related te the role played 
by the epidermis in co loid production. 
Amyloid in lichenoid aad macular amy- 
loidoses, whick also occur in areas not 
exposed to the sun, is similarly local- 
ized in the upoer dermis and dermal 
papillae. In . similar wound-heal- 
ing experimert, the zontribution of 
epidermis to his type of amyloido- 
genesis was d-monstrated.? Normal- 
skin controls did no: produce any- 
thing similar *o amyleid or colloid.” 
Tissue cultere experiments were 
undertaken to see whether or not the 
cultured fibroblasts of the lesion re- 
produce colloid. A large amount of 
dense, amorphous substance contain- 
ing thin filaments was similar to the 
amorphous component of tissue col- 
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loid. However, we found a similar 
substance in the tissue culture of hya- 
lin, rheumatoid nodule, and normal 
skin (K. Hashimoto, T. Kanzaki, un- 
published data). Although one may 
speculate that amorphous substance 


represents structural glycoprotein 
that can be produced by normal as 
well as abnormal fibroblasts, and that 
it is abnormally increased in colloid 
milium, the results were not conclu- 
sive. In two-week culture studies, the 
typical colloid island, as seen in the le- 
sion, was not reproduced. 


Sparing of perivascular spaces, lack 


of phagocytic colloid in perivascular 
phagocytes, normal immunoglobulin 
level of patients, and the distribu- 
tion of the lesion (limited to the 
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Alteration of Hypertrophic Scars 
Induced by Mechanical Pressure 


C. Ward Kischer, PhD, Marvin R. Shetlar, PhD, Clara L. Shetlar 


Hypertrophic scars and contractures 
may be rapidly resolved through appli- 
cation of pressure and forced extension. 
Examination of pressure-treated scars by 
scanning and transmission electron mi- 
croscopy demonstrates a reduction in in- 
tercollagen cohesiveness and increasing 
numbers of vesicular fibroblasts. Assays 
of chondroitin sulfate A show a decrease 
from the excessive levels found in un- 
treated hypertrophic scars. It is sug- 
gested that the application of pressure in- 
creases an already present condition of 
hypoxia, which results in degeneration of 
many fibroblasts. The ratio of collagen 
synthesis to degradation would, then, be 
altered in favor of the latter, resulting in 
resolution of the scar. 


JL pese pressure applied di- 
rectly on a granulating tissue 
bed derives from one of the oldest 
surgical principles. This therapeutic 
procedure was reviewed 50 years 
ago.' Pressure over a grafted area or 
scar also is known to reduce or elimi- 
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nate hypertrophic scarring.” If mod- 
erate, but continuous, pressure on the 
hypertrophic scars is maintained, for 
what is now believed to be a min- 
imum of nine months, the erythema, 
elevation, and firmness of the scars is 
resolved without recurrence when the 
pressure is removed. When contrac- 
tures are involved, particularly in the 
case of the extremities, a combination 
of traction and pressure is used, with 
striking results. Clinical improve- 
ment can be rapid and dramatic, but 
in some cases may take several 
years.” 

Patients from the Shriners Burns 
Institute and John Sealy Hospital, 
Galveston, Tex, who had hypertrophic 
scars were studied. To date, ten pa- 
tients have shown successful: results 
by pressure-treatment. We have stud- 
ied morphological and biochemical 
changes in hypertrophic scars under 
pressure in order to elucidate a mech- 
anism as to how and why pressure 
works to resolve these scars. Further- 
more, these findings may ultimately 
lead to development of a more ef- 
ficient way to prevent the occurrence 
of the hypertrophic scar, chemical 
treatment of the wound, or promotion 
of quasi-primary construction of the 
skin. Studies are necessarily re- 
stricted to human samples because no 
animal models of hypertrophic scar- 
ring are known to exist. 
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Materials and Methods 


Biopsy specimens wer» obtained in con- 
trol (no pressure) areas of hypertrophic 
scars and areas under pressure for periods 
up to three months (Fiz 1) from ten pa- 
tients treated with pressure. The tissues 
were initially h.nd sectioned with a razor 
blade and 1-mm punch biopsy specimens 
from these tissues were ixed in 10% para- 
formaldehyde with 2,4,6trimethylpyridine 
(sym-collidin)’ eontaininz 0.005M calcium 
chloride for stucy by traasmission electron 
microscopy (TEM). These tissues were 
postfixed in 1% isotonic osmium tetroxide 
containing cacodylate aad CaCl,. Tissues 
to be processed for scamming electron mi- 
croscopy (SEM were nitially fixed in 
isotonic 1% glutaraldehyee, passed through 
a graded series of ethanol and amyl ace- 
tate, from whic they were dried by the 
critical point method usng liquid carbon 
dioxide. These seecimens were coated with 
approximately -00 Angstroms of carbon 
and gold. For cemparati-e purposes, sam- 
ples of normal scin and mature scars were 
also processed a. above for each method of 
study. 

Additional shees of the paraformal- 
dehyde-fixed tissues were processed for 
light microseopieal study and embedded in 
paraffin. 

In two cases, enough t:ssue could be ob- 
tained for muc»polysacdharide assay, as 
described previeusly. Samples were di- 
gested with a few drops ef papain solution 
(in acetate buff-r, pH 72, activated with 
cysteine) for 16 hours. After digestion, a 
drop of the sapernataat solution was 
placed on a pazafilm square. An aliquot 


Fig 1.—Upper right arm of patient who 
sustained deep second degree gasoline 
burn. Epitheliaization nad been com- 
pleted and nype'trophic scar was develop- 
ing at time pressure applied; lower area 
(P) wrapped for three menths. Area of hy- 
pertrophic scar NP) left unwrapped. 
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was taken up by the microzone applicator 
and applied to the cellulose acetate pat- 
tern. Electrophoresis was carried out in 
0.2M zinc sulfate electrolyte (pH 5.1) for 30 
minutes at 140 v. The electrophoretic strips 
were stained with Alcian blue and quanti- 
tated in the microzone densitometer. 


Results 


In histological section, normal der- 
mis contains ample interstitial space, 
and the collagen bundles are wavy. 
This contrasts greatly with the der- 
mis in hypertrophie scars in which the 
interstitial space is virtually absent, 
and nodules of compact collagen fill 
the middle and lower reticular 
areas.** In hypertrophic scars treated 
with continuous pressure, there is a 
disappearance of the nodules. The col- 
lagen bundles become oriented paral- 
lel to the surface of the skin (Fig 2 
and 8). 

The SEM view of the dermis of nor- 
mal skin complements the light mi- 
croscopical view and shows small fas- 
cicles of collagen within large 
amounts of interstitial space." The 
individual collagen filaments remain 
parallel to one another while the bun- 
dles course in a distinct wavy pattern. 
Smaller, 40 A, interstitial filaments 
are sometimes seen but are not a fre- 
quent finding. The SEM view of the 
hypertrophic scar shows the bulk of 
the collagen occurring in broad sheets 
or fascicles, with little interstitial 


Fig 2.—Dermis of hypertrophic scar 
showing nodular pattern. Nodules are 
often circumscribed by vessels (arrow) 
(hematoxylin-eosin, x 200). 





space. Usually the dermal matrix ap- 
pears homogeneous, as though the 
collagen filaments were glued to- 
gether (Fig 4). Few indiwidual colla- 
gen filaments or smaller interstitial 
filaments are seen. When the collagen 
filaments can be observed they are 
often intertwined, as the fibers of a 
string or rope. Scars placed under 
continuous pressure for approxi- 
mately one month show clinical im- 
provement and corresponding begin- 
ning changes in the fine structure of 
the dermis. After three morths of 
pressure, most of the collagen is ob- 
served as individual filaments by 
SEM. In the upper and middle reticu- 
lar dermis, fibroblasts may be seen 
that are typical for hypertrophic scars 
(Fig 5). However, in the lower reticu- 
lar areas other forms of fibroblasts 
begin to appear (Fig 6). These forms 
usually tend to be rounded. Knobby 
projections appear about the surface 
but exhibit no consistent spatial pat- 
tern. Some areas of the cells may still 
retain a few broad processes. These 
same cell types have been observed in 
nodules of hypertrophic sears of long 
standing duration (Fig 7, 8, and 9) 
and in mature scars, but have not 
been observed in normal skin.'' Every 
morphological criterion mdicates to 
us that these cells are indeed fibro- 
blasts and good correlation with TEM 
has been obtained (Fig 18). The cells 


Fig 3.—Same area of dermis as in Fig 2, 
same patient. Area treated for three 


months with pressure. Collagen bundles 
are aligned parallel to skin surface (hema- 
toxylin-eosin x 200). 
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Fig 4.—Scanning electron microscopical view of nodular area 
in middle reticularis of dermis of hypertrophic scar. Cohesive ap- 
pearance of collagen is demonstrated ( x 8,000). 





Fig 6.—Lower reticularis of dermis of hypertrophic scar from 
same patient as in Fig 4. Degenerating forms of fibroblasts are 
present (+) ( X 8,000). 


demonstrate vesiculation in varying 
degrees. However, in those cells with 
little or no remaining cytoplasm, the 
plasma membranes are seen to re- 
main intact. 

If the nodular areas of hyper- 
trophic scars are examined by TEM, 
the interstitital space is seen to con- 
tain filamentous material and this 
often appears to be interconnecting 
the’ collagen filaments (Fig 11). A 
comparable area of the dermis of hy- 
pertrophic Scar treated with pressure 
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shows a substantial reduction of the 
interstitial filaments (Fig 12). The 
diameter of the collagen filaments is 
greater in hypertrophic scars treated 
with pressure than that of the un- 
treated ones. This finding seems to be 
a further indication of accelerated 
maturation. 

As reported previously by one of 
us,” larger size collagen filaments 
were found for mature scars than for 
those in hypertrophic scars. 

Results of the mucopolysaccharide 


A 






Fig 7.—Thick Epon section of nodule in old hypertrophic scar. 
Clear spaces in nodule reflect vesiculation of fibroblasts ( x 150). 


Fig 5.—Middle reticularis of dermis of hypertrophic scar under 
pressure for three months, from same patient as in Fig 4. Note in- 
dividual collagen filaments and fibroblasts (+) ( x8,000). 
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assay are summarized in the Table. It 
appears that after 40 days of pres- 
sure, the chondroitin sulfate A level 
decreases relative to the level of the 
other mucopolysaccharides, while the 
hyaluronic acid level increases. In the 
case in which pressure was applied 
for three months, the chondroitin sul- 
fate A level has decreased and the 
hyaluronic acid level increased to lev- 
els found in normal skin. Although we 
have only two cases, the figures de- 
rived for chondroitin sulfate A fall in 
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Fig 8.—Same tissue as in Fig 7. Note vesicular fibroblasts espe- 
cially one with knobby surface (arrow) ( x 1,800). 
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Fig 10.—Transmissica electron micrograph of cell interpreted 
as fibrobiast im degenerate state. Specimen from same case as 
7. Representative of cell type also found in hyper- 


shown in Fig 
trophic scars under pressure ( X 19,000). 


the averages for hrpertrophie scars 
(untreated) znd matare scars (40 days 
and 3 months treated). 


Comment 


The fact chat individual collagen 
filaments are once again observed by 
SEM in hypertropnic scars under 
pressure complements our additional 
work in which we 2an demonstrate 
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—Scanning electron microscopical view of fibrob ast from 
same patient as in Fig 7. Tissue taken from one half cf biopsy 


specimen. This cell is interpreted as degenerating and is repre- 
sentative of those believed to be vesicular ( x 11,000). 





that artifieial stretching produces a 
similar result. High levels of 
chondroitin sulfate A characterize hy- 
pertrophic scarring, and we have pre- 
sented evidence that this product 
mediates a rigid intercollagen link- 
age." 

A mature scar shows the same mor- 
phologieal pattern as that induced by 
artificial stretching or pressure in 


ah an. 


Fig 11.—Transmission electron — of nodular area of 
hypertrophic scar. Interstitial filaments often appear to link colla- 
gen filaments (arrows) ( x 75,000). 


that collagen filaments are resolved 
amidst a web of conglutinate areas of 
dermis. The most visible and immedi- 
ate response of pressure is a super- 
ficial vaseular blanching of the hyper- 
trophic scar. This obviously means 
vascular shutdown, and there is pre- 
liminary evidence that many vessels 
of the hypertrophic scar are already 
partially occluded." Therefore, -we 
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Effects of in Vivo Mechanical Pressure on Mucopolysaccharides of Hypertrophic Scar Tissue 


cbr c roc "UI OS IC a ESOS NEN 
?/ of Total Mucopolysaccharides 


Case 1 
Treated, 40 days pressure 
Untreated 


Case 2 
Treated, 3 mo pressure 
Untreated 


Normal skin (9) 
Mature scars (8) 
Hypertrophic scars (9) 


Hyaluronic Acid 


30.6 
16.0 


58.0 
37.6 


Chondroitin Sulfate B 


44.9 
39.4 


38.4 
37.6 


—— 
Chondroitin Sulfate A 


24.5 
44.6 


Average", % of Total Mucopolysaccharides 


41.5 
21.0 
18.5 


54.0 
70.5 
99.1 





* Average taken of the number of samples indicated in parentheses, as reported by Shetlar et al.” 





Fig 12.—Transmission electron micro- 
graph of area of dermis that was under 
three months continuous pressure. Note 
reduction of interstitial material compared 
with section shown in Fig 10 ( x 75,000). 
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suggest that the application of pres- 
sure accentuates an already present 
condition of stasis and occludes the 
vascular bed to raise the level of hy- 
poxia to the point of inducing degen- 
eration of the fibroblasts. This in turn 
would shut down the overproduction 
of collagen, which is characteristic of 
the hypertrophic scars.*:"* 

In support of this hypothesis, it 
should be noted that Cooper and 
Prockop'* could interrupt collagen 
synthesis by incubating connective 
tissue anaerobically. Degradation of 
collagen and mucopolysaccharides 
would be favored by lysosomal en- 
zymes released by the degenerating 
fibroblasts. There is evidence that 
mucopolysaccharides are hydrolysed 
by lysosomal enzymes in skin fibro- 
blasts'* and our data reported herein 
would support this conclusion. Such a 
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Acne Detergicans 


Otto H. Mills, J7.. MA, albert M. Kligman, MD, PhD 


Popular brandsof soas and shampoos 
were assayed ‘or comedogenicity in the 
rabbit ear. Only-a-small number produced 
hyperkeratosis when aoplied at a 2596 
concentration. 3acteriostatic substances, 
especially hexachlorophene, were mildly 
comedogenic. Conveniional soaps in- 
clude salts of atty acids; the latter are 
known comedogens. 

The obsessive use of soaps by patients 
with acne vulgaris may aggravate the dis- 
ease and resust in its extension to un- 
usual locations. 


Gp previous studies have em- 
phasized that aene patients are 
particularly predispced to develop 
acneform lesions from external con- 
tactants (acne venerata). Our con- 
cern has beer with eommon contac- 
tants that are usee for aesthetic 
purposes. We have ceined the terms 
“pomade acn»"' anc "acne cosme- 
tica”? to descmibe acneform eruptions 
evoked by greoming agents and cos- 
metics. All -kese eontactants are 
weak acnegens: Ther please almost 
everyone: however, a minority are ad- 
versely affected. It is -he aene patient 
who is especialy at risk of developing 
acne venenata. Protracted exposure 
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to these beautifying agents will 
sometimes provoke a low-grade but 
persistent eruption consisting mainly 
of closed comedones and small pa- 
pulopustules. 

The increased susceptibility of acne 
patients has been demonstrated ex- 
perimentally. We found it much eas- 
ier to evoke acne venenata with coal 
tar and with corticosteroids in young 
adult male patients who had previ- 
ously experienced or stil had acne 
vulgaris. Pustules caused by appli- 
cation of potassium iodide were also 
more readily produced in such sub- 
jects, betraying a general follicular 
hyperreactivity.’ 

As an outgrowth of these experi- 
ences, we routinely inquire about ex- 
posure to acnegenic materials in sub- 
jects with acne. Female patients are 
provided with a list of nonacnegenic 
cosmetics. An inventory is taken of 
toiletries applied daily to the scalp 
and face. Black male patients are told 
which scalp grooming agents are 
most likely to cause pomade acne. 

The current work began with a per- 
plexing case of a young man whose 
acne had gradually spread from the 
face onto the anterior and posterior 
portions of the trunk (Fig 1) and onto 
the arms. There were many closed 
comedones and papules more or less 
regularly distributed in these areas. 
It is unusual for ordinary acne vul- 
garis to extend almost down to the 
waistline, front and back, and out- 
ward to the arms. Biopsy speci- 
mens of a comedo and a papule 


showed the typical pathologic fea- 
tures of acne vulgaris. 

Extensive questioning yielded no 
useful data until the topic of clean- 
liness was discussed. The patient 
turned out to be a compulsive face 
and body washer who used a well- 
known bacteriostatic detergent. He 
was not the ordinary type of lack- 
adaisical washer; he was a scrubber, a 
soapsudsing fanatic of lavage. He 
washed himself all over five to eight 
times daily, depending on opportu- 
nities. 

We let the matter stand until we 
saw a rather similar case (Fig 2). The 
patient was a young man who washed 
four to six times a day with a sham- 
poo that was unfamiliar to us. It 
turned out that this shampoo could in- 
duce comedones in the rabbit ear. We 
then embarked on an evaluation of 
the comedogenicity of a variety of 
common soaps and shampoos. 


MATERIALS AND METHODS 


We haphazardly bought soaps and sham- 
poos at the cosmetic counters, depending 
on clerks to apprise us of the commonest 
brands. We also induded some varieties 
that were excessively used by certain pa- 
tients. 

The method we used was the rabbit ear 
bio-assay. Comedogenicity was assessed 
by applying 25% aqueous suspensions of 
the agents once daily for five days a week 
for two weeks to one external ear canal of 
each of two rabbits. Biopsy specimens 
were excised and cut horizontally on the 
14th day. Comedo formation was micro- 
scopically graded om a 4-point scale in 
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eight times daily with a moderately comedogenic bacteriostatic 
detergent. Uniformly distributed lesions of approximately same 
stage covered shoulders, back, and arms. 


J R 





Fig 2.—Right side of face of an 18-year-old man who washed 


four to six times daily for three years with shampoo of grade 2 
comedogenicity. Numerous lesions of about same stage of devel- 


opment dominate area. 


aqueous) (hematoxylin-eosin, original magnification x 110). 


which the highest score, 3, represented the 
equivalent of human sebum, a compara- 
tively weak acnegen (Fig 3). Powerful 
comedogenic agents like chloranphthalenes 
and coal tars would produce scores of 10 on 
this scale. Some bacteriostatic substances 
commonly incorporated in soaps were as- 
sayed at 0.5% to 1.0% solutions in equal 
parts of ethanol and propylene glycol. 
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RESULTS 


The scores for soaps and shampoos 
are separately tabulated (Tables 1 
and 2). The great majority of these 
were noncomedogenic. When come- 
dogenicity was evident, it was usually 
weak. Only one material attained a 
score of 3. 


Most of the agents were irritating 
in 25% concentration, some greatly so. 
These last provoked gross edema and 
scaling; microscopic infiltration of the 
dermis with neutrophils was promi- 
nent. Irritation, of itself, did not lead 
to comedo formation. On the other 
hand, comedogenic soaps were almost 
always irritating as well. On occa- 
sional instances, comedo formation 
occurred in the absence of irritation, 
(shampoo 17). 

Among bacteriostats, a 1% con- 
centration of hexachlorophene was 
strongly irritating and mild- 
ly comedogenic (grade 1); at a 
0.576 concentration, it had marginal 
comedogenicity. Trichlorocarbanilide, 
tetrachlorosalicylanilide, and tri- 
bromsalicylanilide had borderline 
comedogenicity and were likewise 
very mild irritants. Bithional was 
inactive at a concentration of 1%. Of 
these phenolic substances, only hexa- 
chlorophene produced gross irritation 
at 1% concentration. 

The comedogenicity of pine tar 
soap was not unexpected; tars, includ- 
ing those of vegetable origin, are 
known acnegens. 

Likewise, the finding that a sulfur- 
containing soap was comedogenic 
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conforms to our previous observa- 
tions.* 


COMMENT 


The eviderce for acne detergicans 
is purely cireimstan ial. We have not 
produced an acneferm eruption in 
humans by tke use o* soaps and deter- 
gents. The reason is the same as be- 
fore, unfeas bility. These are weak 
acnegens. E-en wita much stronger 
ones, it commonly -akes weeks and 
months to =2licit c»medones, often 
only at the microscopic level. The hu- 
man being & a wretched model for 
such studies. For one thing, we have 
to use as experimen al subjects adult 
volunteers who are already past the 
prime age of follzular reactivity. 
Moreover, we are usally constrained 
to use a seeondary region, like the 
back, rather than a prime location 
such as the tace. 

How reliable is the rabbit ear as a 
model? We reiterate we do not know 
a singlessubstance icentified as an oc- 
cupational a*negen zhat does not in- 
duce comedenes in the rabbit ear. 
Moreover, the magnitude of the re- 
sponse is praportional to the observed 
acnegenic pctentialiy. 

The results of the rabbit assay 
seem specific. Hordss of substances, 
irritant and nonirrtant, do not in- 
duce a trace of hyperkeratosis—wit- 
ness the effeet produced by the major- 
ity of soaps and shampoos in this 
study. 

How then does one make a convinc- 
ing case for acne venenata? The der- 
matologic masters worked this kind 
of problem tarough *enturies ago—by 
a study of -he history, distribution, 
and morphologic feacures. It is fair to 
say that hai we n» appreciation of 
acne cosmet.ca, we might never have 
been able to think cf soaps as poten- 
tially eemedogenic. Moreover, proto- 
type cases lize the two that steered us 
onto the investigational course, are 
very uncommon. Ve have seen no 
more than half a dczen patients with 
such extensive invo-vement. Few pa- 
tients find t possible to wash their 
entire body five or more times a day. 
Moreover, unlike pomade acne and 
acne cosmet ca, pure cases of acne de- 
tergicans of the faee can scarcely be 
recognized. In the “ormer types, oc- 
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Table 1.—Comedogenicity of 
Soaps Applied to Rabbit Ears 
Comedogenic Grade* 


Rabbit 1 Rabbit 2 
0 0 
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0 
1 
0 
0 
0 
0 
0 
0 
0 
0 
2 
1 
0 
0 
2 
0 
0 
2 
0 
1 


e 


* 4-point scale, where 3 is highest score. 


currence of an acneform eruption in 
postadolescence is a tip-off. 

We consider that acne detergicans 
ordinarily exists as a mixture with 
acne vulgaris. It is peculiarly the acne 
patient who is likely to become a can- 
didate for compulsive washing. He 
knows his face and scalp are oily. He 
has been told a thousand times that 
oil is bad and importuned endlessly to 
remove it. Moreover, it is easy (an in- 
heritance, perhaps, from biblical 
times) to associate skin disease with 
filth and with dirty thoughts. The un- 
conscious response to all this is wash- 
ing and more washing, a veritable 
debauch of scouring and scrubbing to 
purify the skin. 

In our view, acne detergicans in- 
tensifies and perpetuates acne vulgaris 
by promoting comedo formation. 
There is nothing distinctive about the 
individual lesion; its gross and micro- 
scopical appearances, as well as its 
bacteriologic features, are archtypical 
of acne vulgaris. A helpful hint, not 
always dependable, is the presence of 
a multiplicity of regularly distributed 
small lesions appearing to be about 
the same stage, especially on the chin 
and cheeks. Detergents do not pro- 
voke highly inflammatory acne. Come- 
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Table 2.—Comedogenicity of 
Shampoos Applied to Fabbit Ears 


Comedogenic 
Grade* 


Rabbit 1 Rabbit 2 


Shampoo 
Tested 


e 


1 
0 
1 
3 
1 
0 
0 
0 
0 
0 
1 
1 
0 
0 
2 
0 
1 
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* 4-point scale, where 3 is highest score. 


dones, mainly closed ores, dominate 
the scene. Scattered among these are 
erythematous superficial papulopus- 
tules. 

History has paramourt importance. 
We do not entertain a diagnosis of 
acne detergicans unless face washing 
is performed at least four times daily, 
especially when the brznd of soap is 
one that we have identified as being 
comedogenic. Although friction must 
be considered as a factor in aggra- 
vating the disease, we wish, in this 
report, to concentrate on the come- 
dogenic nature of soaps and sham- 
poos. We have used the term acne me- 
chanica to describe the situation in 
which kinetic and static friction 
aggravate the disease (unpublished 
data). 

To our way of thinking, washing 
has little or no value in ameliorating 
acne. It removes only surface oil and 
does not dissolve-out the sebum in the 
follicles where the disease originates. 
Soap and water washing, no matter 
how frenetic, will not excavate come- 
dones, certainly not closed ones that 
are hard enough to remove with an 
acne extractor. 

We do warn against comedogenic 
shampoos because aene patients 
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sometimes use these to wash the face 
as well. However, soaps not sham- 
poos, are the more frequent cause of 
acne detergicans. 

Washing and shampooing practices 
are an important part of history tak- 
ing, if for no other reason than to 
lessen the burden of excessive pre- 
occupation with cleanliness. 

We have made no effort to identify 
the comedogenic compounds in soaps 
and shampoos. What follows is only a 
general analysis. 

Literally speaking, most soaps are 
comprised of sodium or potassium 
salts of fatty acids. The predominant 
chain lengths in a regular type tal- 
low-coconut oil soap are C,, and C,,. 
Unsaturated, fatty acids, which we 
previously found to be associated 
with increased comedogenicity, may 
make up as much as a third of the for- 
mulation. The C; fatty acids com- 
prise about 10% of the various fatty 
acids in sebum and in many soaps. 
Lauric acid (C,.) is the most come- 
dogenic of the saturated fatty acids 
as well as the most irritating. It 
might have been anticipated, there- 
fore, that soaps would be weakly 
comedogenic. Indeed, most were so 
feeble that 25% concentrations were 
completely inactive. Some of these 
were tried at 50% concentrations and 
usually showed mild comedogenicity; 
however, irritation often became 
quite severe at that concentration. 
Depending on how one lathers, it is 
conceivable that 50% concentrations 
could be reached. 
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Soaps vary a great deal in fatty 
acid composition. One would predict 
that the more comedogenic ones 
would contain higher proportions of 
mid-chain length (C,, and C,,) fatty 
acids or greater amounts of unsatu- 
rated C,, and C,, acids. 

Nowadays, however, soaps often 
contain added bacteriostatic sub- 
stances; these are generally haloge- 
nated dihydroxphenols. Until the 
recent ban, hexachlorophene was 
extensively utilized as the bacterio- 
stat in these so-called deodorant 
soaps. We found hexachlorophene to 
be more comedogenic than other bac- 
teriostats. However, carbanilides and 
salicylanilides, present in some very 
popular soaps, possessed slight come- 
dogenicity. We are persuaded that 
these substances, present in amounts 
of 1% or more, add to the basic come- 
dogenicity of soap. We had one oppor- 
tunity to appraise the comedogenicity 
of a popular soap, with and without 
its complement of bacteriostats; the 
latter was unequivocally less come- 
dogenic. 

Our very first patient was a com- 
pulsive user of a product that con- 
tains 3% hexachlorophene in a deter- 
gent base. The first assay showed no 
comedogenicity with a 2596 concentra- 
tion. When the concentration was in- 
creased to 50%, however, the product 
was clearly comedogenic as well as 


‘fairly irritating. Some acne patients 


are compulsive users of this bacte- 
riostatic detergent; because of the 
comedogenicity of hexachlorophene 


itself, we think it is unwise to permit 
the frequent use of this material. In 
our evaluations, bacteriostatic soaps 
have not proved beneficial in the 
treatment of acne vulgaris. 

Not all soaps have the traditional 
composition. Some contain mainly 
synthetic surfactants. We do not 
know whether any of these are come- 
dogenic. It would, of course, be pos- 
sible to assess the comedogenicity of 
the individual ingredients. 

Shampoos are even more likely to 
contain synthetic surfactants. Again, 
we have no detailed knowledge of the 
comedogenicity of the eonstituents. 

It is not the purpose of this essay to 
start a soap scare. Used sensibly, 
soaps are a boon not a bane. Some of 
them possess mild comedogenicity at 
25% concentrations; probably all of 
those based on fatty acids possess this 
capability at higher strengths. In 
view of their greater susceptibility to 
external acnegens and their tendency 
to be enthusiastic washers, patients 
with acne are best advised to limit 
the use of soaps. 
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Case Reports 


Giant Keratoacanthoma of the Nose 


Joseph Rapaport, MD 


In a case ef giant keratoacanthoma of 
the nose, the lesion was extremely inva- 
sive, destroying the entire nose. Electro- 
surgical removal of the grossly abnormal 
tissue was fclowed by rapid recurrence 
on two occassons. Radiation therapy was 
not effective. The lesion healed after the 
use of bieom*cin sulfate. 


he keratoacantkoma is generally 

considerd to be a benign lesion 
with a tendeney tovard spontaneous 
healing. As < mule, it is treated by the 
physician be ore spontaneous healing 
occurs, becarse the risk of bad scar- 
ring is thus diminished. Treatment 
and cure usually pose little or no diffi- 
culty, exceptan rare instances, partic- 
ularly those ef the so-called giant 
keratoaeanthoma. Such a case is de- 
scribed in the following report. 


Re»ort of a Case 


A 42-year-ol . white man saw a physician 
on April 13, 19 2. because of a lesion on his 
nose. The lesien consised of an inflamed 
papule and wa: apparently of recent onset. 
It was diagnosed as an abscess and treat- 
ment with 25( mg of :etracycline hydro- 
chloride (Sumy-in), three times daily, was 
given orally fer six days. The lesion en- 
larged rapidly, 22d on April 17, 1972, a cen- 
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tral core of necrotic material was noted in 
the papule. On April 20, 1972, the physician 
prescribed clindamycin (Cleocin), 150 mg, 
to be taken three times daily orally, but the 
lesion continued to grow. On May 5, 1972, 
the referring physician performed a shave 
biopsy. The pathologist's report follows. 


Gross Description.-The specimen con- 
sisted of an irregular 5 mm skin segment 
that was embedded whole. 

Microscopical Examination.— The sections 
were primarily of epidermis that showed 
considerable hyperkeratosis and parakera- 
tesis. The underlying tissue was not pres- 
ent for appraisal. There was apparently a 
fairly large, keratin-filled crypt. 

Diagnosis.—Appearance of the skin was 
censistent with keratoacanthoma. 


On May 8, 1972, methylprednisolone ace- 
tate (Depo-Medrol), 0.1 ml given intrale- 
sionally, was injected. After this, the cen- 
tral core fell out, leaving a crater with an 
aetive border that continued to advance 
and destroy. 

When I first saw the patient on June 9, 
1972, I had little doubt based either on his 
history or my clinical findings that he had 
a keratoacanthoma. As the lesion contin- 
ued to progress, a course of x-ray therapy 
was administered (400 rads every other 
day to a total of 4,800 rads, 87 kv, half-value 
layer, 16 mm aluminum) from June 9, 
1972, through June 30, 1972. Again, there 
was no improvement. Therefore, on Aug 
29, 1972, with the patient under general 
anesthesia, the lesion was removed. All ab- 
normal tissue was removed by electrocau- 
tery with the use of the wire loop of an 
electrosurgical unit with a combination of 
eutting and coagulation current. At that 
time, complete destruction of the right ala 
nasi and of a portion of the nasal septum 
was noted. A biopsy was performed during 
this operation, and the specimen was de- 


scribed as follows. 


Gross Description.—The specimen con- 
sisted of multiple portions of necrotic de- 
generate tissue; the*largest specimen was 
about 3 em in length. All of the tissue seg- 
ments were very irregular. Scme small 
portions of more normal appearing tissue 
were identified. Multiple sections were em- 
bedded. 

Microscopical Examination.— The sections 
were of irregular nodules of squamous 
cells that were well-differentiated. There 
were many areas of keratin with some 
keratin pearls and keratin nests. The bas- 
ilar area of the lesion where visible was 
also composed of fairly mature squamous 
cells, although they were advancing in 
small cords and nests. There was consid- 
erable keratin on the surfzce. A segment 
of cartilage was seen tha: was partially 
destroyed. There was very little tissue on 
the sections that was noc composed of 
squamous cells. Some necrotic material 
was present. There was nc histologic evi- 
dence o? radiation effect. 

Diagnosis.—Appearance o* the skin and 
subcutaneous tissue was consistent with 
keratoacanthoma. 

Comment.—The appearance of the sec- 
tions was also consistent with a low-grade 
squamous cell carcinoma. 


Soon after surgery, new activity was 
noted, manifested by rapidly growing nod- 
ules containing necrotic, cheesy-keratotic 
material in a central crater. These new le- 
sions occurred in the margir of the area of 
surgical removal, and they expanded rap- 
idly. The patient had been discharged, as 
he was feeling quite well otherwise, but 
was readmitted to the hospital cn Oct 3, 
1972. A more radical debridement with the 
use of the same technique as before was 
performed with the patient under general 
anesthesia. Thorough curettage was done 


it 
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Fig 3.—Patient on June 2, 1973, after cessation of bleomycin 


therapy. 


also. This procedure resulted in the re- 
moval of all grossly abnormal tissue. Fig- 
ure 1 shows the appearance one week later. 

Again a biopsy specimen was taken 
from the margin of the lesion, and the re- 
port was as follows. 


Gross Description.—The specimen con- 
sisted of abeut 9 gm of necrotic skin and 
subcutaneous tissue. Some areas appeared 
severely decomposed. There were some 
sections that were apparently of normal 
skin. A small segment of cartilage was 
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lesion. 


seen in one of the sections. Multiple por- 


tions embedded. 
Microscopical Examination.—The sections 


were of skin and subcutaneous tissue. Most 
of the sections showed proliferating bands 
of epidermal cells. These were, for the 
most part, mature with many keratin 
pearls. The advancing margins of the cells 
were much more irregular and aggressive. 
There were occasional mitoses and a few 
dyskeratotic cells. There were also in» 
flammatory cells present. The cells in this 
biopsy material appeared to be somewhat 





Fig 2.—Patient on Jan 8, 1973, prior to treatment with irtrale- 
sionally given bleomycin. 






Fig 4.—Patient with prosthetic nose after complete heal ng of 


more aggressive than in previous biopsy 
specimens, especially in the deeper mar- 
gins of the tumor. 

Diagnosis.—Probable squamous cell car- 
cinoma. 

Comment.—This lesion was still histologi- 
cally consistent with a kera.oacanthoma. 


Soon after the operation, new activity, 
consisting of a crater filled with keratotic 
material, (Fig 2) was noted in the periph- 
ery. 

On Nov 6, 1972, treatmen: with bleomy- 
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ein sulfated19 mg in 250 ml of saline ad- 
ministered intravenously, biweekly) was 
begun. A tetal of ten injections was given, 
the last o- Dec 29, 1972. There was a 
prompt res onse, and no important side ef- 
fects occur-ed. However, due to a slight, 
but subseqaently discounted, suspicion of 
pulmonary interstitial fibrosis on chest x- 
ray films, intravemous treatment with 
bleomycin vas terminated. The remaining 
focus of acivity was treated with intra- 
lesional inj-etions of bleomycin (1 mg per 
injection). "Two such treatments were 
given with -esultingmecrosis of the area of 
residual aciivity (Fig 3). The necrotic tis- 
sue was reracved on May 12, 1978, by elec- 
trodesiecatDn and curettage performed 
with the patient under local anesthesia. 
There was complete healing. There has 
been no futher evicence of activity up to 
this time. “he remaining cosmetic defect 
was cerrect=d with the use of a prosthetic 
nose (Fig 4. 

At no tinse throughout the period of pa- 
tient obse-vation did laboratory tests 
(complete Hood cell count, blood glucose, 
serum elecrephoretic pattern, complete 
blood chemistry studies) suggest an under- 
lying systemie cause or impairment of the 
immune m-chanism. The patient looked 
and felt wel at all times. Multiple x-ray 
films of thecface, skull, and chest revealed 
no abnormzities of Done structures. 


Comment 


It is not the purpose of this report 
to review in depth the literature on 
kerateacarthoma. An excellent review 
of this subject by Baer and Kopf? ap- 
peared in the Yearbook of Dermatol- 
ogy in 1963. 

Giant keratoacanthoma of the nose 
was reviewed more recently by Sam- 
itz.’ 

Important milestones in the devel- 
opment of keratoacanthoma as a dis- 
ease sui zeneris include the first 
descriptior by Hautchinson? in 1889 
under the title "Crateriform ulcer of 
the face" end the report by Smith‘ in 
1934. Acco-ding to the review by Baer 
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and Kopf, the term keratoacanthoma 
was suggested by Freudenthal in 
1936. 

Two types of keratoacanthoma are 
recognized: the solitary or localized 
and the generalized or multiple self- 
healing epithelioma type. The giant 
keratoacanthoma seems to be an un- 
common variant of the solitary type. 

The cause of keratoacanthoma is so 
far unknown. According to Calnan 
and Haber,’ the lesion appears to be- 
gin with hyperplasia of a hair follicle 
and squamous metaplasia of the at- 
tached sebaceous gland. 

A virus cause has been postulated 
but no virus has been found nor have 
intranuclear inclusions or intracyto- 
plasmic inclusions been regularly 
demonstrated. It is reasonable to as- 
sume that the giant keratoacanthoma 
occurs because of defective immuno- 
logieal defenses of the host, but con- 
crete evidence for this is lacking. 
Nicolau et al® consider the self- 
healing characteristic of keratoacan- 
thoma to be the result of an auto- 
immune reaction. 

Samitz’ believes that biopsy and 
surgical intervention during the 
growth phase weaken the host's de- 
fenses and thus aggravate the condi- 
tion. If this were so, we would un- 
doubtedly see more cases of giant 
keratoacanthoma, since most derma- 
tologists do perform surgical proce- 
dures as soon as they see a kerato- 
acanthoma. 

The differentiation of keratoacan- 
thoma from squamous cell carcinoma 
is often difficult if not impossible to 
make. It is very important to excise 
the entire lesion or at least a fusiform 
specimen including both margins so 
that the architecture of the lesion is 
apparent. In none of our biopsy speci- 
mens was the architecture preserved. 
According to Lever,’ a high degree of 


keratinization manifested by an eo- 
sinophilie, glassy appearance of many 
of the cells is the most important 
diagnostic feature and this can be ob- 
served in our biopsy specimens. 

The clinical features, such as rapid 
growth and the presence of a horn- 
filled crater, are often indispensable 
in making the diagnosis and these 
were also observed in my patient. 

In my patient, all methods of treat- 
ment were followed by progression of 
the pathological process until bleomy- 
cin treatment was instituted. I con- 
clude, therefore, that the bleomycin 
was therapeutically effective. 

Although the majority of localized 
keratoacanthomas can be safely 
treated by early removal, the giant 
keratoacanthoma is characterized by 
failure of such treatment and,'there- 
fore, the use cf bleomycin warrants 
consideration in the treatment of this 
most diffieult and frustrating entity. 


Nonproprietary Name and 
Trademark of Drug 


Bleomycin sulfate— Blenoxane. 
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Precocious Noduloulcerative 


Cutaneous Syphilis 


Harry Pariser, MD, DSc (Med) 


A man had widespread, noduloulcera- 
tive syphilitic lesions that appeared, 
chronologically, during the "secondary" 
stage of syphilis. There were no systemic 
manifestations of the disease, except for 
possible periostitis. The darkfield exam- 
ination and spinal fluid examinations 
were negative for syphilis. It is suggested 
that the term “malignant” syphilis should 
be discarded in favor of noduloulcerative 
cutaneous syphilis. 


rare but spectacular-appearing 
form of syphilis consists in the 
development of severely destructive 
ulcerative lesions that appear chrono- 
logically during the secondary stage 
of syphilis. There has been consid- 
erable speculation that this is the 
type of early syphilis frequently seen 
during the great pox of the late 15th 
and early 16th centuries,’ a hypothe- 
sis disputed by others.’ 


REPORT OF A CASE 


A 24-year-old black man was first seen 
on Jan 1, 1972. He stated that he had devel- 
oped a penile lesion in July 1971 and that 
this lesion healed spontaneously after a 
few weeks. About three months after the 
penile lesion had healed, he developed ooz- 
ing, mildly painful lesions on various parts 
of the body. He was seen in the emergency 
room of one of the local hospitals and was 
given a “shot.” Despite this medication, 
the lesions progressed, becoming larger, 
more numerous, and more painful during 
the next three months. The patient lived as 
a recluse in a filthy environment and was 
constantly embattled with the police, who 
brought him to Norfolk General Hospital. 
He was then admitted to the inpatient ser- 
vice. 

No history of drug allergy or previous 
hospitalization was elicited. The Health 


Department records revealed that his 
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VDRL tests were nonreactive in May 1966, 
January 1967, and August 1969, during 
which times the patient was treated for 
gonorrhea. 


Physical Examination Findings 


The patient appeared underweight and 
had extremely poor hygiene. His tempera- 
ture was normal during this hospitaliza- 
tion, a period of two weeks. General phys- 
ical examination findings were normal, 
except for abnormalities of the skin and 
slight tenderness over the right tibia. On 
admission, the patient had foul-smelling 
necrotic ulcers, nodules, and noduloulcera- 
tive lesions of the face, scalp, trunk, penis, 
and extremities. These lesions were well- 
circumscribed, often arciform or punched- 
out, and many were in varying stages of 
partial healing and progression. Some le- 
sions were hyperpigmented and all had in- 
durated borders. They varied in size from 
1 to 10 em in diameter and were asym- 
metrically distributed (Fig 1, left, to 3, left 
[before treatment]). There were no lesions 
of the mucous membranes, palms, or soles. 
There was slight axillary and severe ingui- 
nal adenopathy. 

The patient had not experienced any 
chills or fever during the previous six 
months. 


Laboratory Findings 


Laboratory studies showed normal val- 
ues for complete blood cell count, blood 
urea nitrogen, fasting blood glucose, and 
serum electrolytes. The total serum protein 
value was 8.3 gm/100 ml. The VDRL test 
for syphilis was reactive at a titer of 1:256, 
and the fluorescent treponemal antibody 
absorption test was strongly reactive. The 
darkfield examination was negative on two 
occasions. The cerebrospinal fluid exami- 
nation showed no abnormal findings. 

Culture studies of the ulcers showed the 
presence of Staphylococcus epidermidis 
and a Candida species. Repeated blood cul- 
tures were negative for organisms. Quan- 
titative immunoglobulin studies showed an 
elevated IgG level of 2,100 mg/100 ml (nor- 
mal, 1,244 + 200 mg/100 ml), a slightly ele- 
vated IgA level of 500 mg/100 ml (normal, 
390 + 90 mg/100 ml), and a substantially 
elevated IgM level of 500 mg/100 ml (nor- 


mal, 120 + 35 mg/100 ml). The x-ray film of 
the right tibia showed periostitis, which 
was interpreted as being either syphilitic 
or traumatic. 


Histologic Findings 


Histologic examination showed a thick- 
ened, cornified epidermal layer. The basal 
cells exhibited foci of liquefaction degener- 
ation limited to the foci of most intense 
inflammatory changes within the super- 
ficial dermis. The dermis demonstrated in- 
creased capillary vascularity and a diffuse, 
variably dense pleocellular subacute and 
chronic inflammatory cell infiltrate inclad- 
ing plasma cells, lymphocytes, histiocytes, 
and rare neutrophilic leukocytes. Occa- 
sional capillaries showed endothelial prolif- 
eration. 


Treatment 


The treatment consisted of aqueous sus- 
pended penicillin G procaine, 1.2 milliunits 
given daily for 10 days. Response to treat- 
ment was excellent. All cutaneous activity 
disappeared rapidly, with residual scarring 
(Fig 1, right, to 3, right [after treatmenz)). 

On Oct 25, 1972, about ten and one half 
months after treatment was given, the pa- 
tient was arrested again. All of the lesions 
had remained healed, with residual scar- 
ring. His VDRL test for syphilis, per- 
formed when the patient was in jail, 
showed a titer of 1:1. Unfortunately, fur- 
ther studies were impossible since the pa- 
tient was released from jail and again dis- 
appeared. 


COMMENT 


The few cases of this type?’ of 
syphilis that have been reported usu- 
ally have been listed under the title of 
lues maligna or lues maligna praecox, 
and they were regarded as probably 
being a form of papulopustular (ru- 
pial) secondary syphilis progressing 
to ulceration and usually occurring in 
debilitated individuals. 

In favor of designating this case as 
one of secondary syphilis is the ap- 
pearance of lesions approximately 
three months after the occurrence of 
a penile lesion, which was preceded by 
a series of nonreactive serologic tests 
for syphilis. The last known nonreac- 
tive test was recorded approximately 
two years before onset. The serologic 
response to treatment was that of 
secondary syphilis in that the VDRL 
test for syphilis titer fell from 1:256 
to 1:1 in approximately ten months. 
However, the lesions were morpho- 
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Fig 3.— Prunk :esions Cose-up. Left, Before treatment. Right, Ten days after treatment. 


logically these of Bte noduloulcera- 
tive syphilis Despi the widespread 
involvement ef the skin, there were 
no palmar, plantar, or mucous mem- 
brane lesiors, a firding almost uni- 
versally present in &condary syphilis. 
The darkfieH exammation was nega- 
tive on two Decasiors. 

One must realize that the designa- 
tion of the various types of syphilis 
into "stages" is merely a convenient 
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tool to describe the usual course of the 
disease and that biologically these so- 
called stages of syphilis may overlap 
or recur, as witness the lesions of pri- 
mary and secondary syphilis that are 
at times concurrently present, the oc- 
currence of chancre monorecidive or 
secondary relapse, or the occasional 
appearance of central nervous system 
involvement in the form of syphilitic 
meningitis soon after the disappear- 


ance of the secondary eruption. Thus, 
the clinica! pieture produced by the 
interaction of the forces of immunity 
and the organism causing syphilis 
may not at times permit the placing 
of a given patient in a specific stage. 
In my patient, perhaps the "shot" (pre- 
sumably of an inadequate amount of 
penicillin, a fact which could not be 
confirmed because of lest emergency 
room records) may have been suffi- 
cient to upset the usua! immunologic 
response. 

I question the desirability of desig- 
nating such cases of syphilis as malig- 
nant, a term used to express the se- 
verity of the cutaneous invclvement. 
As in this case, often nc clinical 
systemic involvement was uncovered 
and the cerebrospinal fluid examina- 
tion showed no abnormal findings. In 
addition, the response to treatment 
was dramatic in this, as well as in the 
few other cases that had been re- 
ported in which the patients had been 
treated adequately during the anti- 
biotic era.*^ 

Also, to many individuals, the term 
“malignant” connotes a growth, po- 
tentially fatal. Based or the results of 
animal experiments and clinical ob- 
servation Stokes et al’ postulated 
that a severe cutaneous response 
often carries a good prognosis. Since 
all cutaneous and osseous forms of 
syphilis are listed among the benign 
types of syphilis, I betieve that the 
term "malignant" should be dis- 
carded. Therefore, I prefer the desig- 
nation of precocious ncduloulcerative 
syphilis to describe lesiens developing 
in chronologically early syphilis but 
resembling those of late cutaneous 
syphilis. 
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TR ere err pes 


Raynaud Disease With Oral Manifestations 


John L. Giunta, DMD, MS 


A young woman with a history of Ray- 
naud phenomenon, without underlying 
disease, manifested spasms of the tongue 
at times when the episodes of the hands 
were most severe. Striking changes in the 
appearance of the tongue occurred. 


Rom phenomenon is a symptom 
complex characterized by epi- 
sodes of pallor or cyanosis with ting- 
ling of the peripheral extremities, 
particularly the fingers and toes, that 
is caused by a vasospasm of small ar- 
teries and arterioles. The condition 
may be secondary to other underlying 
diseases or conditions, or it may be 
primary, in which case it is referred 
to as Raynaud disease. 

Raynaud disease'? affects primar- 
ily young, healthy women who have 
paroxysmal vasospasms of small ar- 
teries and arterioles of the extrem- 
ities. The cause is unknown; however, 
it is thought to be an exaggerated re- 
: sponse to cold, or less often, to stress. 
On exposure to cold, or following 
emotional upsets, a transient vaso- 
spasm causes a local sensation and 
discoloration. The hands, toes, ears, 


Accepted for publication June 28, 1974. 

From the Tufts University School of Dental 
Medicine, Department of Oral Pathology, Bos- 
ton. 

Read before the 27th annual meeting of the 
American Academy of Oral Pathology, Montreal, 
May 16, 1973. 

Reprint requests to Tufts University School of 
Dental Medicine, Department of Oral Pathology, 
1 Kneeland St, Boston, MA 02111 (Dr. Giunta). 


js nor Dermatol/Vol 111, Jan 1975 


and nose are primarily affected. The 
phases are those of pallor with cold- 
ness of the extremity, cyanosis, and 
finally, as circulation returns to nor- 
mal, redness. 

The disease itself, without any 
other cause or condition, is not seri- 
ous. It may last for months or many 
years. It is generally treated by reas- 
suring and careful monitoring of the 
patient. Antispasmodic drugs and, at 
times, surgery have been used, but 
there is apparently no cure for the 
condition. 

Recognized criteria'* for a diag- 
nosis of Raynaud disease are (1) epi- 
sodes of spasms excited by cold or 
emotion, (2) bilateral involvement, (3) 
absence of gangrene, (4) absence of 
other causal disease, and (5) symp- 
toms for at least two years. 

Raynaud phenomenon may be asso- 
ciated with many conditions and un- 
derlying diseases," ?* such as cold in- 
jury, occupational injury, particularly 
with vibrating tools, hypertension, 
occlusal arterial and arteriosclerotic 
heart disease, blood disorders, and 
connective tissue disorders, such as 
sclerodactylia, systemic scleroderma, 
and rheumatoid arthritis. It is recog- 
nized as part of the calcinosis, Ray- 
naud phenomenon, sclerodactylia, and 
telangectasia syndrome^*? and has 
been associated with poor healing of 
tooth extraction sockets.'^ The phe- 
nomenon may be the initial and only 
symptom of an underlying disease for 
months or even years. In this regard, 


scleroderma is a frequent association 
of Raynaud phenomenon. Farmer et 
al* reported that Raynaud phenom- 
enon was the initial symptom of sys- 
temic scleroderma in 32% of 271 cases 
of generalized scleroderma. Sclero- 
derma may start with the same sym- 
metrical distribution as Raynaud 
disease. Moreover, Raynaud phenom- 
enon was present in greater than 80% 
of the cases of Farmer et al at some 
time during the course of the disease. 
A recent study by Velayas et al^ con- 
tended that the secondary form of 
Raynaud phenomenon is more com- 
mon than the primary disease as re- 
ported by Gifford and Hines' and 
stated that the most frequent cause 
for the secondary disease was sclero- 
derma. It is of further interest that 
patients with Raynaud phenomenon 
may have sclerodermatous changes 
confined only to the digits (acro- 
sclerosis). Farmer et al’ followed up 
71 such patients and found that only 
4% developed systemic scleroderma 
and none of them died of the systemic 
disease. 

Oral manifestations of Raynaud 
disease are rare. Gifford and Hines’ 
reported an occurrence of spasm in- 
volving the lips. The case records of 
the Massachusetts General Hospital” 
reported a severe dryness of the buc- 
cal mucosa and the tongue occurring 
in a patient with Raynaud phenom- 
enon associated with scleroderma and 
pulmonary hypertension. Casey and 
Lawton" described and took photo- 
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Fig 1.—Harrds of patient with Raynaud phenomenon showing 


palior. 





Fig 3.—Dorsum of tengue showing pallor. 
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Fig 5.—Vensrum of tongue showing pallor. 


graphs ef a patient with a case of 
Raynaud ph-romenen with concur- 
rent spasms of the tongue; the pa- 
tient subsequently developed sys- 
temic scleros s. 

This repart describes striking 
manifestations of the tongue in a pa- 
tient with Reynaud disease. 
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mottling of fingers. 





Fig 2.—Hands 15 minutes after episode showing some residual 





Fig 4.—Dorsum of tongue 15 minutes after episode appears 


normal. 





Fig 6.—Ventrum of tongue 15 minutes after episode appears 
normal. 


REPORT OF A CASE 


A 24-year-old dental hygienist from the 
Boston area complained in December 1971 
of tingling and numbness of her tongue. 
She noted a white “lesion” of her tongue 
while experiencing the sensations. Her 
past medical history revealed that she had 
been experiencing Raynaud phenomenon 


for two years (since September 1969). Her 
disease started with a numbness of the 
fingers of both hands in the mornings and 
particularly in cold weather. Eventually, 
her hands became cyanotic and her toes 
also became involved. She then noted a 
pronounced pallor of both hands and 
sought medical counsel. A complete physi- 
cal examination with several laboratory 
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tests was performed at the Lahey Clinic. 
The patient was in good general health and 
denied chest pain, difficulty in swallowing, 
difficulty in breathing, or joint symptoms. 
Except for mild redness and a mottled ap- 
pearance of her hands, her physical exami- 
nation was entirely normal. All laboratory 
and x-ray film examinations were normal, 
including complete blood cell count, blood 
glucose value, serum cholesterol level, 
blood urea nitrogen, serum uric acid level, 
latex test, lupus erythematosus prepara- 
tion, antinuclear factor test, and cryo- 
globulin studies. Follow-up examinations 
have revealed an otherwise healthy woman 
except for an increase in frequency of the 
Raynaud phenomenon symptoms. On the 
basis of these examinations, her physician 
felt she had Raynaud phenomenon without 
any evidence of underlying systemic dis- 
ease. She has been advised to keep warm, 
to avoid the cold, and possibly to consider 
moving to a warmer climate. An anti- 
spasmodic medication has been prescribed 
to relieve episodes ofefrequent spasms. 
On examination in December 1971, in a 
warm room, the fingers of both hands were 
cold, pale, and blotchy, with a sparing of 
involvement of the thumbs. At this time, 
the tongue appeared diffusely white, par- 
ticularly the anterior third on both the dor- 
sal and ventral surfaces. There was no loss 
of papillae; however, appreciation of the 
fungiform papillae was diminished. The 
patient felt a tingling sensation in the an- 
terior third of her tongue. Other areas of 
the oral cavity, including the anterior floor 
of the mouth and lips, were within normal 
limits. This episode, which was triggered 
by cold weather (—4 C with moderate 
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winds), lasted for about 10 to 15 minutes 
after which the pallor disappeared. The 
hands felt warm but remained somewhat 
blotchy. The tongue returned to a normal 
color, and no other sensations were felt. 
Figures 1 to 6 demonstrate the changes of 
the hands and tongue during and immedi- 
ately following the December 1971 episode. 

The response seen in the tongue has re- 
curred several times and appears to be re- 
lated to the most severe episodes of Ray- 
naud phenomenon of the hands. The 
response occurs most frequently following 
exposure to cold; however, I have wit- 
nessed the spasm of the hands and tongue 
following an emotional incident. Attempts 
to induce the changes by ice or exposure to 
a freezer room have not met with success. 
Recent follow-up has shown that the 
spasm of the hands occurs even during the 
summer months. Medical follow-up contin- 
ues to rule out underlying systemic dis- 
ease. 


CONCLUSION 


Raynaud phenomenon affects the 
hands and feet primarily. Manifesta- 
tion in the oral cavity is rare. It does 
not present a diagnostic problem, 
since it occurs simultaneously with 
the digital spasm. This case of a tran- 
sient white lesion of the tongue oc- 
curred in a patient who was by her 
profession interested in oral condi- 
tions. Perhaps other patients have 
oral manifestations but are not aware 
of them and do not report them. Any 
patient with Raynaud phenomenon 
should be followed up to rule out un- 


derlying diseases such as sclero- 
derma. 
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Familial Progressive 


Systemic Scleroderma 


Ronald E. Greger, MD 


Three patients were seen with similar 
findings of progressive systemic sclero- 
derma. Two of the patients, a father and 
son, had very similar skin changes, 
sclerodactyly, Raynaud phenomenon, gas- 
trointestinal involvement, and pulmonary 
symptoms. The three patients were from 
the highly inbred Brandywine triracial iso- 
late. This isolate is a group of families 
who have been inbreeding since 1660 and 
now have the highest gene frequencies 
for sickle cell anemia and oculocu- 
taneous albinism in the United States. 
There have been only a few reported 
cases of familial scleroderma and the he- 
reditary aspect of the disease has not 
been well established. This report shows 
that the mortality for scleroderma in this 
isolate is at least 250 times the mortality 
of the general population, thus suggesting 
a probable genetic predisposition for the 
disease. 


hree patients, the first two 

being father and son, had similar 
findings of progressive systemic scle- 
roderma. These patients were from 
the highly inbred Brandywine tri- 
racial isolate, and the occurrence of 
scleroderma in this population sug- 
gests a probable genetic factor for 
the cause of scleroderma. 
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Report of Cases 


Case 1 (V-9)—In 1971. a 74-year-old 
black man was admitted with the chief 
complaints of hardening of his hands, 
arms, and chest, and a 13.6-kg (30-lb) 
weight loss during the previous six 
months. He described a ter-year history of 
shortness of breath and chronic constipa- 
tion with a four-year history of progres- 
sively increasing difficulty in swallowing, 
associated with a burning retrosternal 
pain. One year prior to admission, he 
developed Raynaud phenomenon of both 
hands and noticed small »ainful nodules 
over the elbows and wrists. Three months 
later, he complained that his hands, arms, 
and chest were becoming leathery to the 
touch, were dry, itched, and felt tight. 

Physical examination revealed a blood. 
pressure of 160/90 mm Hg and a pulse of 
80 beats per minute. There was narrowing 
of the oral fissure with retraction of the 
lips and loss of the ability to smile. The 
liver span was 13 cm at the midclavicular 
line. There was no splenomegaly. No joint 
deformities or limitations of movement 
were apparent. There were hard, painful 
subcutaneous nodules overlying the el- 
bows, wrists, and breast regions. The skin 
was smooth, shiny, tight and leathery over 
the arms, face, hands, back. upper part of 
the chest, and neck. Telangiectasia was 
present over the chest. There was no 
edema. 

Laboratory Studies.—Normal results were 
obtained from the following examinations: 
complete blood cell count (CBC); urinalysis; 
serum sodium, potassium. and fasting 
blood glucose; erythrocyte sedimentation 
rate (ESR); serum uric acid; serum alkaline 
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Fig 1.—Lesion from upper anterior chest 
wall showing thickening of cutis with fibro- 
sis extending to subcutaneous tissue. Ho- 
mogenization, and hyaline changes in the 
connective tissues of dermis and markedly 
thickened walls of blobd vessels in subcu- 
taneous tissue (hematoxylin-eosin, origi- 
nal magnification x 10). 


phosphatase and serum glutamic oxaloace- 
tic transaminase (SGOT); tests for lupus 
erythematosus, syphilis, and rheumatoid 
factor; and fluorescent antinuclear anti- 
body. Blood group was type O Rh positive. 
Abnormal findings were obtained for the 
following laboratory studies: a blood urea 
nitrogen (BUN) level of 42 mg/100 ml and 
a creatinine clearance of 18 ml/min; serum 
albumin was 2.9 gm/100 ml and serum 
globulin was 5.0 gm/100 ml with an in- 
creased y-globulin level. A roentgenogram 
of the chest showed a bilateral interstitial 
reticular pattern, while x-ray films of the 
hands showed osteoarthritis of the meta- 
carpophalangeal joints with periosteal pro- 
liferation at the wrists and multiple spur 
formation of the proximal and distal ends 
of the radius and ulna. Cinefluoroscopy of 
the esophagus showed the lower third to be 
fixed and slightly narrowed with delayed 
emptying and absence of peristaltic move- 
ments. Esophagoscopy revealed diffuse, se- 
vere peptic esophagitis in an aperistaltic 
esophagus. An electrocardiogram (ECG) 
showed left atrial enlargement. 

A skin biopsy specimen from the upper 
part of the chest wall yielded the following 
- data. Atrophy of the epidermis and thick- 
ening of the cutis with fibrosis extended to 
the subcutaneous tissue. Homogenization 
and hyaline changes were seen in the con- 
nective tissue of the dermis. The walls of 
subcutaneous arterioles were greatly 
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thickened with some perivascular lympho- 
cytic infiltrates. The sweat glands were 
sparse, slightly atrophic, and were tightly 
encircled by closely packed hypertrophic 
collagen bundles. Monocytic cell infiltrates 
were present around some of the sweat 
glands (Fig 1 and 2). 

Hospital Course.—There was progressive 
deterioration in the patient’s condition due 
to his inability to swallow. While hos- 
pitalized, the patient suffered a massive 
left-sided cerebrovascular hemorrhage and 
died. 

Postmortem examination revealed the 
following: (1) cardiomegaly (470 gm) was 
present, with dilatation and hypertrophy 
of all chambers, mitral steno-insufficiency, 
diffuse patchy interstitial myocardial fi- 
brosis with small foci of lymphocytic infil- 
trates between the muscle fibers, and se- 
vere atherosclerosis. (2) Diffuse pulmonary 
fibrosis and pleural adhesions with hyalini- 
zation of the visceral pleura were ob- 
served. (3) Thickening of the wall of the 
lower one third of the esophagus with focal 
submucosal fibrosis and lymphocytic infil- 
trates was found. There was passive con- 
gestion of the liver and portal lymphocytic 
infiltrates, and focal pneumatosis cystoides 
intestinalis of the small intestine. (4) Mul- 
tiple healing cortical infarcts of the kid- 
neys due to thickening and obliteration of 
interlobar, arcuate, and interlobular ar- 
teries as well as diffuse interstitial fibrosis 
were present. (5) Diffuse sclerodermatous 
involvement of the skin of the arms, 
hands, neck, and chest wall with some 
lymphocytic infiltrates around slightly 
atrophic sweat glands. (6) The cause of 
death was a massive, recent intracerebral 
hemorrhage with rupture into the ventric- 
ular system of the left cerebral hemisphere 
and systemic scleroderma. 

Case 2 (VI-2).-In 1958, at age 39, the 
son of patient 1 noticed a gradual onset of 
a painful discoloration and feeling of cold- 
ness of both hands. During the next three 
years, he developed increasing tightness of 
the skin over the hands, face, and ears, 
with patchy vitiligo. There was progressive 
stiffness of his elbows, feet, and hips and 
a migratory polyarthralgia made worse by 
cold weather. 

The patient was hospitalized in 1961 due 
to difficulty in swallowing. At that time, 
there was pronounced tenderness and limi- 
tation of motion of the small joints of the 
hands and wrists. The fingers were ta- 
pered and the overlying skin of the hands 
and forearms was fixed. Scattered vitiligo 
was present over the dorsum of the hands, 
forearms, and face. The skin was bronze, 
indurated, and leathery in the affected 
areas. The patient was able to frown only 
with difficulty and with obvious increased 





Fig 2.—Same lesion showing markedly 
thickened walls of arterioles and slightly 
atrophic sweat glands, which are tightly 
encircled by closely packed hypertrophic 
collagen bundles (hematoxylin-eosin, 
Original magnification x 40). 





tension of the skin. 

The following laboratory studies yielded 
normal values: CBC; urinalysis; BUN and 
fasting blood glucose; serum electrolytes, 
serum uric acid, ESR, SGOT and serum 
alkaline phosphatase; tests for lupus ery- 
thematosus, rheumatoid factor, and syph- 
ilis as well as fluorescent anti-nuclear anti- 
body. The patient’s blood group was type O 
Rh positive. The serum albumin level was 
3.7 gm/100 ml and the serum globulin level 
was 4.5 gm/100 ml with an increased y- 
globulin level. The ECG and roentgen- 
ogram of the chest were normal, as was an 
intravenous pyelogram. Radiographic 
study of the upper gastrointestinal tract 
showed atony in the distal part of the 
esophagus with partial duodenal obstruc- 
tion. A skin biopsy specimen from the an- 
terosuperior part of the chest wall revealed 
a thinned epidermis and a collagenized, 
thickened dermis with minimal atrophy of 
the adnexa. 

During the next few years, there was 
progressive difficulty in swallowing, post- 
prandial vomiting of undigested food, re- 
trosternal chest pain, and pain in the 
joints of the upper limbs. There was severe 
sclerodactyly of all fingers with subcutane- 
ous nodules over the distal phalanges. By 
1963, roentgenographic studies showed the 
esophagus to be atonic and dilated along 
its entire length. There was massive dila- 
tion of the descending and transverse 
duodenum. There were sacular changes of 
scleroderma in the colon. A reentgenogram 
of the chest showed pleural thickening, 
while studies of the hands revealed at- 
rophy of the soft tissue of the distal pha- 
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langes and partial absorption of the bony 
tufts. Caleificztions were noted in the soft 
tissues of the “ace and right elbow. Pulmo- 
nary function studies revealed latent pul- 
monary nypextension. In 1967, laboratory 
examinations showed the serum albumin 
level to be 3.6 gm/10€ ml and the serum 
globulin ievel æ% be 4.2 -m/100 ml. A repeat 
skin biopsy o: the chest wall now showed 
atrophy of the adnexa. 

Between 1967 and the time of this re- 
port, the patient's concition has remained 
relatively stable with no worsening, other 
than chrenic censtipatien. His only medica- 
tions have been antacids and mild analge- 
sics. 

Case 3a V-22).—In 1987, at age 56, the pa- 
tient was adm:tted to tne hospital with the 
diagnosis of congestiv» heart failure. He 
gave a history of amorexia, dysphagia, 
postprandial regurgitation, generalized 
weakness, dysonea on exertion, and a re- 
cent artaritis of his hands during the 
preceding year. Examination revealed a 
narrowec ora opening and difficulty in 
opening the mouth. The skin over the dis- 
tal phalanges was smeoth and taut, and 
the hands blarzhed noticeably on exposure 
to cold. The imerphalaageal joints of both 
hands were limited in their range of mo- 
tion. The bloo pressure was 100/60 mm 
Hg. 

Norma! values were obtained from the 
followingdaboratory studies: urinalysis; se- 
rum electrolytes, fastmg blood glucose, 
and BUN: SGCT and alkaline phosphatase; 
serum tests for lupus erythematosus, rheu- 
matoid factor, and sypailis. The patient's 
blood group ws type 9 Rh positive. The 
hematocrit reading wa. 34%, and the he- 
moglobin cone ntratior was 11.3 gm/100 
ml The serum albumin level was 2.6 
gm/100 ml, ari the serum globulin level 
4.9 gm/100 ml, with an increased y-globu- 
lin level. The ESR was 1.8 mm/hr. The se- 
rum uric acie value was initially 6.6 
mg/100 mi and thereafter was stabilized at 
6.0 mg/100 ml dy the use of a low purine 
diet. A reentg=enogram of the chest was 
consistent with congestive heart failure. 
Radiographic study of the upper gastroin- 
testinal tract s.owed the entire esophagus 
to be atonic and slightly dilated. A duode- 
nal diverticulum was present. Roentgen- 
ograms o: the apper extremities revealed 
spurring at bath elbows. A skin biopsy 
specimen from the dorsum of the distal 
phalanges showed thiezened collagen fi- 
bers with an a-rophic, kyperkeratotic epi- 
dermis as well as atrophic adnexa. Bone 
marrow exammation showed erythroid 
hypoplasia. 

The patients condition progressively 
worsened. with increasing congestive 
heart failure and weignt loss. In March 
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1968, he died from lobular pneumonia. 

Postmortem examination yielded the 
following findings. (1) Generalized sclero- 
derma was observed with (a) atrophy of 
the epidermis of the hands and anterior 
part of the neck. Marked dense hyalin fi- 
brosis of the dermis was also seen with at- 
rophy of the adnexa with pronounced fi- 
brosis around the hair follicles. (b) 
Atrophy, degeneration, and fibrosis of the 
striated muscles were seen. (c) Fibrosis of 
the muscle coats of the entire esophagus 
with the inner circular layer completely re- 
placed with fibrous connective tissue was 
found. The advential tissue was fibrotic 
and had areas of fibrinoid degeneration. 
Extensive fibrosis was present in the stom- 
ach and small and large intestines. (d) 
There was moderate focal fibrosis of the 
myocardium, generalized arterio-arterio- 
sclerosis with severe sclerosis of the ves- 
sels of the kidneys, lungs, and pancreas. (e) 
The kidneys also showed focal glomeru- 
losclerosis and perivascular fibrosis. There 
was fibrosis of the hepatoportal areas as 
well as fibrosis of the central veins. (2) 
Lobular pneumonia was diagnosed along 
with chronic pneumonitis with mild inter- 
stitial fibrosis. 


Epidemiologic Considerations 


All three patients in this report are 
members of the Brandywine triracial 
isolate, named after a small town 
in Prince Georges County, Maryland. 
The population of the isolate is the 
result of an inbred mixture of the 
American Indian, Negro, and Cauca- 
sian races. The group is traced back 
as far as 1660 and was recognized as a 
separate ethnic population during the 
first national census of 1790. The core 
of the Brandywine isolate is com- 
prised of seven family lines that in- 
bred among themselves until 1850, 
after which eight other families mar- 
ried into the original group. This iso- 
late has the highest gene frequency 
for sickle cell anemia in the United 
States, and it has the highest fre- 
quency for oculocutaneous albinism of 
any known population.’ 


It can be seen from the pedigree 
(Fig 3) that the patient VI-2 has a sis- 
ter, VI-1, with rheumatoid arthritis 
and that no other sibling of his or of 
his father, V-9, showed any signs of 
collagen disease as far as is known. 
The wife of patient 1 (V-9), V-10, died 
in 1930 of a respiratory infection; 
again, as far as is known, neither she 


nor her siblings had any evidence of 
collagen disease. Two sisters of the 
third patient, V-22, were reported as 
having arthritis and musculoskeletal 
defects; however, more specific infor- 
mation is not available. No evidence 
of collagen disease is present among 
the other siblings of patient 3 (V-22) 
or in his children. 

If there is a genetic factor involved 
common to the three cases, then the 
most likely relationship for a 
dominantly inherited factor would be 
the following: Patient 3 (V-22) would 
be related through his father, IV-5, 
while patient 1 (V-9) would be related 
through his mother, IV-2. The rela- 
tion would be through the surname B. 
Most probably, the grandmother of 
patient 1, III-4, is related to the great 
grandmothers of V-22, [I-14 and II- 
16. It may be that the grandmother 
(III-4), who was born in 1834, is, in 
fact, a sibling of the great grand- 
mother, II-16, who was born in 1828. 

The closest possible relationship is 
that patient 3 (V-22) is a second 
cousin once removed to patient 1 (V- 
9), and a third cousin to VI-2. The 
wife of patient 1 (V-9), V-10, is sim- 
ilarly related to patient 3 (V-22) 
through the B, A, and K surnames. 
The union of V-10 and V-9 is possibly 
consanguineous because they have 
great grandparents who shared iden- 
tical surnames; however, if related, 
they would be no closer than some de- 
gree of third cousins. 

There have been 13 reported cases 
of scleroderma involving more than 
one family member, only five of which 
have detailed documentation.*^ A re- 
view of cases of "familial" sclero- 
derma has been done by Burge et al, 
and Burch and Rowell discuss the ge- 
neties of scleroderma.' i 

The three patients deseribed in this 
report all had similar findings of pro- 
gressive systemic scleroderma and 
the father and son in particular 
had very similar skin changes, 
sclerodactyly, Raynaud phenomenon, 
gastrointestinal tract involvement, 
and pulmonary symptomatology. Le- 
gitimacy of the three patients had 
been determined during the exten- 
sive survey of the Brandywine isolate 
by Witkop et al' and reconfirmed as 
accurately as possible by my consulta- 
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Surname Code 


a Male Affected With Scleroderma 


Female With Rheumatoid Arthritis 
Female With Arthritis And 
Musculoskeletal Defect 
Sed (Types Unknown) 








IV 
TE- 418 19. 20 21 Me 
VI 
Fig 3.—Pedigree chart. 
4. 
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tions with the family of patients 1 
and 2. All three patients are of the 
same blood group, D Rh positive. Fur- 
ther linkag= studies are not available. 
The only previous report discussing 
the epsdenrology cf scleroderma was 
that of a tudy cenducted in Balti- 
more by Masi ane D'Angelo; They 
were unabee to detect any first-de- 
gree relaticnships dy linkage of fam- 
ily names among 53 scleroderma-re- 
lated Geaths over 15 years. This study 
again reco-firmed an incidence rate 
of scleroderma of at least three fe- 
males to ore male. Surprisingly, this 
is not the «case among the Brandy- 
wine popuBtion in which the three 
identified patients are all male. 
Althougk* Rodnaa’ suggested a pos- 
sible link œŒ scleroderma to exposure 
to silica dust, none of the patient's de- 
scribec her» had such exposure. 
Burch and Rowell,’ in their study of 
the immun»logic and genetic aspects 
of scleroderma, proposed that the 
cause of sceroderma was character- 
ized by a single inherited dominant 
mutant X-zene and by two somatic 
mutations on the X chromosome. 
However, = nce the expected pattern 
of female »rnedommance of the dis- 
ease was nct found in the very highly 
inbred Braacdywine group, it is likely 
that other riheritaace factors (proba- 
bly autosomal) can play an important 
role in affeeting the expression of the 


Arch Dermatol/ Vol 1 1, Jan 1975 


WS eS Au CoD ^a "v p RT We 3 -" C 


L a a "Ug PB rre 


disease. The three cases of this report 
do conform to the mathematical age- 
specific incidence rate that Burch and 
Rowell propose as describing the 
auto-immune diseases. 

In the only population study of sys- 
temic scleroderma,’ the average mor- 
tality of black males was 1.0 per mil- 
lion and that of black females was 6.6 
per million. For white patients, the 
values were 1.8 and 2.2 per million, re- 
spectively. Comparing the Brandywine 
population over a similar 15-year pe- 
riod (1956-1970) and using only the 
two known scleroderma-related deaths 
in a population estimated at an aver- 
age of 6,000, an average male mortal- 
ity of 250 per million is arrived at. 
This value might be even higher if a 
search of hospital and death records 
of the entire isolate were possible. 
Even with statistical bias, this mor- 
tality of 250 times the rate of the 
general population is clearly statisti- 
cally significant. If the mortality can 
be used to approximate the incidence 
rate of systemic scleroderma, then 
the addition of the third case (and 
still living patient 2) would yield a 
rate of 334 per million. 

It is my conclusion that the cases 
reported here add evidence toward 
there being a genetic predisposition 
as an underlying factor in the de- 
velopment of progressive systemic 
scleroderma. 


Chaidong Cho, MD, District of Columbia Gen- 
eral Hospital, Washington, DC, provided the 
pathological diagnoses of patient 1. John Howe, 
MD, Veterans Administration Hospital, Wash- 
ington, DC, provided the pathological diagnosis 
of patient 2. Thomas Dutcher, MD, and Leon 
Sokoloff, MD, National Institutes of Health Clin- 
ical Center, Bethesda, Md, provided the patho- 
logical diagnoses of patient 3. Carl Witkop, MD, 
University of Minnesota, provided the genetic 
background in the report. 

Father Thomas Harte, Catholic University, 
Washington, DC, gave assistance on the Brandy- 
wine Isolate. 
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Lymphangiosarcoma Arising in 


Congenital Lymphedema 


John J. Laskas, Jr., MD; Walter B. Shelley, MD; Margaret Gray Wood, MD 


An 85-year-old woman with congenital 
lymphedema of the right upper extremity 
developed a small purplish papule on the 
forearm, which was the first clinical evi- 
dence of lymphangiosarcoma. The lesion 
grew rapidly and became necrotic and ul- 
cerated. The patient experienced severe 
pain. A mid-arm amputation was per- 
formed. Microscopical examination of the 
amputated limb showed widespread his- 
tological involvement of skin, muscle, 
and subcutaneous tissue by lymphangi- 
osarcoma. 

The need for continuous monitoring of 
patients with both primary and secondary 
lymphedema is emphasized, since early 
diagnosis of the developing lymphangio- 
sarcoma and rapid surgical intervention 
provide the best prognosis for survival. 


ymphangiosarcoma, arising in 
chronically lymphedematous tis- 

sue, is an aggressively malignant tu- 
mor, which gained attention in medi- 
cal literature in 1948, when Stewart 
and Treves' reported six cases that 
complicated postmastectomy lymph- 
edema. Lowenstein? as early as 1906, 
had reported the case of a patient 
with lymphangiosarcoma developing 
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in association with posttraumatic 
lymphedema. Kettle? in 1918, de- 
scribed lymphangiosarcoma compli- 
cating idiopathic lymphedema. Wood- 
ward et alt reviewed the medical 
literature in 1971 and identified 186 
cases of lymphangiosarcoma arising 
in chronically lymphedematous tissue. 
The vast majority of cases (162) oc- 
curred after radical mastectomy. The 
remaining 24 cases occurred in 
lymphedema secondary to other 
forms of traumatic obstruction, as 
well as in idiopathic lymphedema. 
The incidence of lymphangiosarcoma 
developing in congenital lymphedema 
is extremely small if the definition of 
congenital lymphedema is strictly 
confined to that present since birth. 

To our knowledge, we present the 
seventh case of lymphangiosarcoma 
arising in a truly congenital lym- 
phedematous extremity. Our patient 
was born with a lymphedematous 
right upper extremity and was 85 
years old before a malignant neo- 
plasm became apparent. We believe 
that this is the longest duration of 
lymphedema of any cause in which 
lymphangiosarcoma has developed. 
Our patient's lesions were clinically 
localized to a relatively small area 
on the dorsum of the forearm, but 
multiple specimens removed from the 
hand, forearm, and arm demon- 
strated the widespread histological 
involvement that must contribute to 
the poor prognosis of this process. We 


have reviewed pertinent literature, 
and have summarized and discussed 
some of the observations and specula- 
tion regarding the pathogenesis of 
lymphangiosarcoma in chronically 
lymphedematous tissue. 


REPORT OF A CASE 


An 85-year-old woman was admitted to 
the Hospital of the University of Penn- 
sylvania for evaluation of a chronic, non- 
healing ulceration of her right forearm. 
Her medical history revealed that she was 
born with a lymphedematous right upper 
extremity, which, though massive, had 
caused little functional impairment for 
most of her life. At puberty, the lymph- 
edema extended to involve the lateral as- 
pect of the right breast. 

In February 1973, ten moaths prior to 
admission, she noted a “blood blister” that 
arose spontaneously on the dorsal aspect of 
her right forearm, and that was unrelated 
to trauma. Microscopical examination of a 
biopsy specimen from this lesion at an- 
other institution yielded a diagnosis of Ka- 
posi sarcoma. The biopsy site did not heal, 
but progressively enlarged, and the area 
was exceedingly painful. The patient be- 
came depressed and anorexic. Her weight 
dropped from 79 kg (174 lb) to 51 kg (114 
Ib) in a five-month period. One month prior 
to coming to our hospital, she developed a 
second small, purple papule similar to her 
first lesion and distal to the uleerated area. 

Physieal examination showed severe 
brawny edema of the right upper extrem- 
ity (Fig 1) and lateral aspect of the right 
breast. A 7.5-em ulcer with deep necrosis 
and purulent discharge was present on the 
dorsal aspect of the right forearm. A 4-mm 
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Fig 1.—Right upper extremity. Note massive lymph- 


edema and arge ulceration. 


Fig 2.—Right upper extremity. Note papule distal and in- 


ferior to the ulcerated area. 


Fig 3.—Spsecimen fom right forearm. Tumor cells are arranged in dense aggregations, 
are lining vascular spaces, and are infiltrating between the collagen bundles (hematoxy- 
lin-eosin, orginal magnification X 226). 


violaceous papule was present just distal to 
the uleeration (Fig 5). 

Microscopical examination of biopsy 
specimens cf this second papule and from 
the margir of the ulcer revealed lym- 
phangtosareoma in »oth lesions. Removal 
of all lympnedemateus tissue in this pa- 
tient woulc have required shoulder dis- 
artieulation and  mastectomy.  Consid- 
eration of -he patient's advanced age, as 
well as of the poer prognosis of lym- 
phangiosareoma regardless of therapy, 
and the knowledge that the tumor had 
been presert for at east 12 months led us 
and our consultants +o a decision for pallia- 
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tive therapy. Accordingly, with the intent 
to relieve the intractable pain and to re- 
move the draining ulcer, an amputation at 
the mid-shaft of the humerus was per- 
formed on the tenth hospital day. 
Multiple specimens were removed from 
the amputated arm, not only from the area 
of ulceration, but also from the skin of the 
hand, forearm, and arm where there was 


no gross or clinical suspicion of tumor in- . 
volvement. Lymphangiosarcoma was found . 
in all of 18 specimens of skin and subcuta- . 


neous tissue, as well as in the muscle tissue 
adjacent to the ulcerated area, and in the 


muscle and skin at the line of amputation. - 
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Fig 4.—Specimen from right forearm. 
Note irregularity, large size, and hyper- 
chromatic staining of tumor cell nuclei 
(hematoxylin-eosin, original magnification 
x 385). 


The epidermis was thin, flattened, and hy- 
perkeratotic. The dermis was grossly 
thickened, and varied from 4 mm on the 
radial side of the forearm to 14 mm on the 
ulnar surface. The patient tended to hold 
the arm in the flexed position with the ul- 
cerated radial side uppermost. The tumor 
was largely localized to the subcutaneous 
tissue and the dermosubepidermal junc- 
tion. The tumor cells formed solid sheet- 
like masses, infiltrated in linear strands ` 
between collagen bundles, or formed a par- 
tial or complete lining of vessel-like spaces 
(Fig 3). The cell nuclei varied considerably 
in size and shape but were most often 
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large and hyperchromatic (Fig 4). Mitotic 
figures were found without difficulty. 

Although the tumor cells were largely 
confined to the deeper tissue, there was 
minimal involvement of some of the nu- 
merous dilated vascular spaces present in 
the more superficial dermal tissue. There 
was proliferation of the endothelial cells, 
and in some instances, these cells pro- 
truded into the vessel" lumen. Small emboli 
of tumor cells were present in some of the 
ectatic vessels. At the base of the thumb, a 
large thrombus was found within a vascu- 
lar space, and tumor proliferation was evi- 
dent in the wall of the structure. The 
Wilder reticulum stain showed fine reticu- 
lum fibers outlining the vascular spaces 
and surrounding and penetrating the tu- 
mor cell aggregations. 

Postoperatively, the patient was consid- 
erably more comfortable and noted sub- 
stantial relief of her pain. She experienced 
difficulty in walking since her balance was 
impaired by the sudden loss of consid- 
erable weight from the right side of her 
body. This complication resolved after six 
weeks of physiotherapy. The wound con- 
tinued to drain lymphatic and serous fluid 
and never healed completely. She felt rela- 
tively well for a short period of time and 
then became progressively weaker and an- 
orexic. The patient finally died at home 
four months after surgery. Postmortem 
examination was not obtainable. 


COMMENT 


Several authors** have contributed 
to the recognition of primary lymph- 
edema as developing in three general 
categories with respect to time of 
clinical onset. The true congenital 
form, which is present at birth, occurs 
either as a hereditary lymphedema 
(Milroy disease) or as a simple nonhe- 
reditary form. Lymphedema precox 
most frequently becomes manifest in 
adolescence, and Allen’ states that it 
may occur from early childhood to age 
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Lymphangiosarcoma Arising in Congenital Lymphedema 


Age at Length of 
Onset of Time After 
Case Author Tumor, yr Site Treatment Treatment 
1 Liszauer and Ross (1957) ? 28 Lower extremity Excision and grafting Dead, 9 mo 
2 Taswell et al (1962) ^ 17 Upper extremity Shoulder disarticulation Dead, 11 mo 
3 Bunch (1968) !5 13 Upper extremity Disarticulation Dead, 1 yr 
4 Finlay-Jones (1970) "6 34 Lower extremity Excision and grafting, radiation therapy, Dead, 7 mo 
chemotherapy 
5 Mackenzie (1971)? 64 Lower extremity Disarticulation, radiation therapy Alive, 12 yr 
Merrick et al (1971) 51 Upper extremity Amputation, radiation therapy Dead, 44 mo 
Present case (1974) Upper extremity Amputation, incomplete excision of tumor Dead, 14 mo 





35 years. The term "forme tarde" is 
used by Kinmonth et al^ for lymph- 
edema arising after age 35 years. 

Fifteen cases of lymphangiosar- 
coma arising in these various forms 
of primary lymphedema have been 
identified in a review of the litera- 
ture. Included in these citations are 
several cases of simple congenital 
lymphedema. Reference to the origi- 
nal ease reports shows that several 
instances referred to in reviews'^*^ 
as congenital are of the precox 
type**'^'* and are not reported as 
being present at birth. We note that 
none of these writers, including our- 
selves, reports a case of lymphangio- 
sarcoma arising in Milroy disease (he- 
reditary lymphedema). 

In the Table, we list those cases 
claimed by the original authors to be 
lymphangiosarcoma arising in con- 
genital lymphedema. We have ac- 
cepted all of these cases, despite the 
fact that at least two'*'" have been 
questioned in the pathology litera- 
ture*'* because of unpublished or 
inadequate histopathological confir- 
mation. 

In the congenital, precox, and 
forme tarde lymphedemas, the basic 
pathological lesion is that of lym- 
phangiectasia developing in response 
to mechanical lymphostasis. Kin- 
month et alè used lymphangiography 
to study the simple congenital, Milroy 
hereditary, and the precox forms of 
lymphedema. They found that pa- 
tients with complete aplasia or with 
varicosities of the lymphatic trunks 
in the lower extremities presented as 
congenital lymphedema, or at very 
early onset, lymphedema  precox. 
Those with various degrees of hypo- 
plasia of the lymphatic trunks pre- 









Survival, 












sented as the later-onset precox or 
forme tarde types. Such delayed-on- 
set lymphedema frequently developed 
after stress, such as cellulitis, lym- 
phangitis, pregnancy, or mild trauma. 

It is apparent that the more severe 
the deformity of the main lymphatic 
trunks, the earlier the onset of 
lymphedema.’ Schirger et al* con- 
firmed that the gross and microscop- 
ical findings in the congenital and 
precox forms were similar. Moreover, 
the two forms may coexist as in the 
present case. Here a patient with true 
congenital lymphedema of the arm 
has developed at puberty a precox- 
like form in the ipsilateral breast. 
Thus, although the clinical symptoms 
of the various forms of primary 
lymphedema are disparate as to time 
of onset, the pathogenesis appears to 
be the same.* 

Mechanical lymphostasis secondary 
to obstruction is also operative in 
the cause of postmastectomy chronic 
lymphedema, and thus it may be ap- 
propriate in considering their poten- 
tial for neoplasia to consider the 
chronic lymphedemas as a group. 
Some progress has been made in 
elucidating the pathophysiological evi- 
dence of malignant change in chron- 
ic lymphedema. Martorell spec- 
ulated that the hyperplasia and 
proliferation of lymphatics induced 
by lymphostasis might lead to sarco- 
matous neoplasia. In separate studies, 
Drinker et al” and Taylor et al*' dem- 
onstrated that lymphedema gives rise 
to an increase in the protein content 
of lymph in the lymphedematous ex- 
tremity. The a.-globulin fraction is 
decreased, and the albumin-globulin 
ratio is increased. This has led to 
speculation by Danese et al* that the 
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antigenic composition of the tissue or 
the regy»onal immune competence may 
be changed as a result of these local 
protein abnormalities. 

Lambert et al" noted increased 
skin homograft survival time in the 
rabbit ear after acute interruption of 
lymphatic drainage. The final rejec- 
tion oceurred at the time when a col- 
lateral ymphatic drainage system be- 
came demonstrable. Similarly, Stark 
et al^ noted a 2'-fold increase in 
homograft survival time after homo- 
grafts from the same donor were ap- 
plied te a lymphedematous extremity 
and to a normal upper extremity in 
the same patient. 

Thus, chronic lymphedema may pro- 
vide a favorable immune setting for 
the development of lymphangiosar- 
coma. Proliferating lymphatic vessels 
are bathed in an unusually protein- 
rich fluid in tissue, which is known to 
have an impaired mmune response. 
The long interval between the onset 
of clinical lymphedema and the occa- 
sional development of lymphangio- 
sarcoma (an average of 9% years in 
postmastectomy patients and 20 
years in patients with lymphedema of 
other causes') suggest additional 
nonidentified precipitating factors. 

Lymphangiosarcema is an aggres- 
sive tumor, and treatment results to 
date have been discouraging. In the 
most recent large review of 129 
treatec cases of lymphangiosarcoma 
arising in chronic lymphedema,’ vari- 
ous combinations o7 ablative surgery, 
chemotherapy, and radiation therapy 
were evaluated. The best results fol- 
lowed early ablative surgery. The me- 
dian survival time was 19 months. 
Less than 9% of the patients survived 
for five years. 

The best hope for survival thus lies 
in early diagnosis. The clinician must 
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be alert to the appearance of discrete, 
violaceous, macular or papular lesions 
in chronically lymphedematous tissue. 
Similarly, he must maintain a high 
index of suspicion for apparent trau- 
matic ecchymoses or cellulitis in this 
tissue, since these changes may repre- 
sent deep sarcomatous degeneration.’ 
Such lesions demand aggressive ef- 
forts at histological diagnosis. 

The pathologist must be aware of 
the clinical background of the patient 
and avoid confusion with other vascu- 
lar tumors, particularly Kaposi sar- 
coma. Kaposi sarcoma does not evolve 


in congenital lymphedema, although 
edema of the bilateral stasis type 
may be present. Histological differ- 
entiation may be difficult and even 
impossible if the proliferative an- 
giomatous element predominates, but 
usually with adequate biopsy mate- 
rial, masses of elongate, spindle- 
shaped, fibroblastic cells can be found. 
The differentiation is vital, since 
slow-growing, slow-spreading Kaposi 
sarcoma can usually be treated by 
conservative methods. In lymphan- 
giosarcoma, immediate ablative sur- 
gery is the most appropriate therapy. 


References 


l. Stewart FW, Treves N: Lymphangiosar- 
coma in postmastectomy lymphedema: A report 
of six cases in elephantiasis chirurgica. Cancer 
1:64-81, 1948. 

2. Lowenstein S: Der aetiologische Zusam- 
menhang zwischen akutem einmal dem Trauma 
und Sarkom: Ein Beitrag zur Aetiologie der ma- 
lignen Tumoren. Bruns Beitr Klin Chir 48:780- 
824, 1906. 

3. Kettle EH: Tumours arising from endothe- 
lium. Proc R Soc Med 11:19-34, 1918. 

4. Woodward AH, Ivins JC, Soule EH: Lym- 
phangiosarcoma arising in chronic lymphede- 
matous extremities. Cancer 30:562-572, 1972. 

5. Kinmonth JB, Taylor GW, Tracey GD, et al: 
Primary lymphedema: Clinical and lymphan- 
giographic studies of 107 patients in which lower 
limbs were affected. Br J Surg 45:1-10, 1957. 

6. Schirger A, Harrison EG, Janes JM: Idio- 
pathic lymphedema: Review of 131 cases. JAMA 
182:14-22, 1962. 

7. Allen EV: Lymphedema of extremities: 
Classification, etiology and differential diag- 
noses: Study of 300 cases. Arch Intern Med 
54:606-624, 1934. 

8. Danese CA, Grishman E, Oh C, et al: Malig- 
nant vascular tumors of the lymphedematous ex- 
tremity. Ann Surg 166:245-253, 1967. 

9. Mackenzie DH: Lymphangiosarcoma aris- 
ing in chronic congenital and idiopathic lym- 
phoedema. J Clin Pathol 24:524-529, 1971. 

10. Baes H: Angiosarcoma in a chronic lym- 
phoedematous leg. Dermatologica 132:331-336, 
1967. 

11. Prudden JF, Wolarsky ER: Lymphangio- 
sarcoma of the thigh: Case report. Arch Surg 
94:376-379, 1967. 

12. Scott RB, Nydick I, Conway H: Lym- 
phangiosarcoma arising in lymphedema. Am J 


Med 28:1008-1012, 1960. 

13. Liszauer S, Ross RC: Lymphangiosarcoma 
in lymphoedema. Can Med Assoc J 76:475-477, 
1957. 

14. Taswell HF, Sotle EH, Conventry MB: 
Lymphangiosarcoma arising in chronic lym- 
phedematous extremities. J Bone Joint Surg 
44:277-294, 1962. 

15. Bunch GH: Discussion, in Barnett WO, 
Hardy ID, Hendrix IH: Lymphangiosarcoma fol- 
lowing postmastectomy lymphedema. An» Surg 
169:960-968, 1968. 

16. Finlay-Jones LR: Lymphangiosarcoma of 
the thigh: A case report. Cancer 26:722-725, 1970. 

17. Merrick TA, Erlandson RA, Hajdu S: Lym- 
phangiosarcoma of a congenitally lymphede- 
matous arm. Arch Pathol 91:365-371, 1971. 

18. Salm R: The nature of the so-called post- 
mastectomy lymphangiosarcoma. J Pathol Bac- 
teriol 85:445-446, 1963. 

19. Martorell F: Tumorogenic lymphedema. 
Angiology 2:386-392, 1951. 

20. Drinker CK, Field MD, Heim JW, et al: 
The composition of edema fluid and lymph in 
edema and elephantiasis resulting from lym- 
phatic obstruction. Am J Physiol 109:572-586, 
1934. 

21. Taylor GW, Kinmonth JB, Dangerfield 
WG: Protein content of edema fluid in lym- 
phoedema. Br Med J 1:1159-1160, 1958. 

22. Lambert PB, Frank HA, Bellman §, et al: 
The role of the lymph trunks in the response to 
allogenic skin transplants. Transplantation 3:62- 
73, 1965. 

23. Stark RB, Dwyer EM, DeForest M: Effect 
of surgical ablation of regional lymph nodes on 
survival of skin homografts. Ann NY Acad Sci 
87:140-148, 1960. 


sma 
Lymphangiosarcoma/Laskas étal 89 


"Um CRT eye es NF pter ACER m 
. M S - >y 


Ta eaaa a CPUNT UR " 


WA ys ox 
"f 


Pseudopseudohypoparathyroidism 
With Fibrous Dysplasia 


Solomon S. Solomon, MD; Robert M. Kerlan, MD; Lloyd E. King, Jr., MD, PhD; 


George M. Jones, MD; Ken Hashimoto, MD 


Pseudopseudohypoparathyroidism and 
pseudohypoparathyroidism have been 
thought to represent variants of the same 
disease process, Albright hereditary os- 
-teodystrophy. A 31-year-old woman with 
the characteristic features of pseu- 
dopseudohypoparathyroidism, such as 
shortened metacarpals and metatarsals, 
round facies, and normal serum calcium 
values, was studied. Underdeveloped 
metacarpal and metatarsal heads pro- 
duced an important diagnostic sign, Al- 
bright dimpling sign, which dermatolo- 
gists can use to make the correct 
diagnosis. The presence of this sign, to- 
gether with roentgenographic evidence, 
will usually exclude other diagnostic pos- 
sibilities. Our patient had a normal re- 
sponse to parathyroid hormone infusion, 
including increased urinary adenosine 
3',5' cyclic monophosphate excretion. Ra- 
diological, light microscopic, and elec- 
tron microscopic studies of the mandible 
showed fibrous dysplasia, a disease com- 
monly reported to be present with hyper- 
parathyroidism, but, to our knowledge, 
never before reported in association with 
any variant of hypoparathyroidism. 
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n the 1930s, Albright and co- 
workers described various patho- 
logical states of calcium and bone and 
their relationship to the parathyroid 
gland. Where there was decreased 
parathyroid gland function, they 
found a spectrum of diseases involv- 
ing a variation of Seabright bantam 
syndrome known as pseudohypo- 
parathyroidism (PH) and pseu- 
dopseudohypoparathyroidism (PPH).* 
Pseudohypoparathyroidism is charac- 
terized by the genetic defects of de- 
creased stature and short metacarpal 
and metatarsal bones as well as hypo- 
calcemic tetany. In contrast, PPH is 
characterized by no abnormalities in 
the serum calcium or phosphorus lev- 
els, but PPH does show the genetic 
defects seen with PH.** 

Patients with PPH have character- 
istic changes in the skeletal and soft 
tissues, particularly the poor develop- 
ment of the fourth and fifth metacar- 
pal heads producing a dispropor- 
tionate shortening of the phalanges. 
This feature, brachymetacarpalia or 
brachydactylia, is the cause of the 
characteristic Albright dimpling sign, 
ie, a dimple instead of a knuckle 
prominence. Among other well- 
known dermatological manifestations 
of internal diseases, this peculiar 
manifestation is not well-recognized. 
If combined with short stature and in 





the absence of stigmata of other ge- 
netie syndromes, this sign may pro- 
vide a firm clinical diagnosis without 
extensive laboratory work-up. To in- 
crease diagnostic accuracy, roentgen- 
ographic surveys should also be per- 
formed. These x-ray films will usually 
provide data to exclude most other 


syndromes associated with short 
metacarpals, metatarsals, or pha- 
langes.'* 


In our case, light and electron mi- 
croscopy were used to document the 
association of PPH with fibrous dys- 
plasia of bone. Since, to our knowl- 
edge, the association of fibrous 
dysplasia with any form of hypo- 


Fig 1.—Fifth metacarpal head of right 
hand displaced, producing dimple sign of 
Albright (arrow). 
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Fig 2.—Left. Disproportionately shortened right fifth metacarpal 
(arrow) is seen. Right. Skull; increased radiopaque areas (arrow) 
in lower mandible associated with fibrous dysplasia are seen. 


Fig 3.—Bioosy spec:men from mandible. 
Left, Lesion of fibrous dysplasia consists 
of fibrous tissue with admixed osteoids 
(asterisks) (Azure B, x 16). Right, At high 
magnificatior, same area shows dis- 
organized ccilagen fibers (C) and incom- 
plete minera’ deposis (M) characteristic 
of fibrous dysplasia (x 9,500). 


parathyroicism has not been previ- 
ously meported, a eomprehensive en- 
docrinelogieal examination was done 
to substant ate the diagnosis of PPH. 


REPORT OF A CASE 


A 31-year-old woman entered the Vet- 
erans Admmistration Hospital because 
of severe gastric dyspepsia. In the past, 
she had had a biopsy examination of her 
gums that showed “a "are disease of bone" 
(records unswailable) At that time, she 
also had experienced muscular spasms in 
her hands, wnich wer? best defined by her 
physician as 'carpopedal spasm.” Further- 
more, at tha: time, she was given oral cal- 
cium therapy, which promptly relieved the 
spasms. These episcdes of tetany were 
present for only a snort period of time. 
Subsequently, she required no additional 
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therapy and had not been subject to fur- 
ther tetanic episodes. 

The patient underwent menarche at age 
11. She has had multiple cesarean sections 
(in 1957, 1959, and 1961) as well as four 
miscarriages since 1966. Her mother had 






peptic ulcer disease, and two brothers have 
diabetes mellitus. There was no history of 
short stature, unusual bene disease, tet- 
any, skin tumors, or epilepsy within the 
family. To date, her children have no signs 
of any disease. 


‘ree, 
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Findings 
Physical Examination 


The patient was a pleasant, intelligent, 
31-year-old white woman of small (149.9 
em [4 ft 11 in]), but proportionate stature. 
Her pulse rate was 88 beats per minute 
and blood pressure was 120/80 mm Hg. She 
had normal axillary and pubic hair and 
genitalia. The hands and feet were small, 
with marked diminution in size of the fifth 
metacarpal head on the right hand (Fig 1 
and 2, left) and the third and fourth 
metatarsal heads on the left foot. The sec- 
ond metacarpals and remaining phalanges 
were normal. Examination of the eyes and 
auditory system showed that they were 
normal. No stigmata of any other der- 
matological diseases, such as subcutaneous 
masses or nodules, were noted. A gyneco- 
logical examination showed no pelvic ab- 
normalities. The remainder of the physical 
examination findings were entirely within 
normal limits. 


Laboratory Data 


The results of admission laboratory 
studies, including complete blood cell 
count, urinalysis, blood chemistry studies 
and renal function tests were within nor- 
mal limits. Laboratory studies showed nor- 
mal values for serum calcium, phosphorus, 
alkaline phosphatase, protein-bound io- 
dine, cholesterol, and testosterone; 24-hour 
urinary excretion of phosphorus, calcium, 
17-ketosteroids, and 17-hydroxysteroids; 
thyroid function and orally administered 
glucose tolerance tests. 

Roentgenographic surveys showed no in- 
tracerebral or subcutaneous calcification. 
No thickening or other changes were noted 
in the skull series, with the exception of 
the mandible. In the mandible, no cysts 
were noted, but areas of osteoporosis and 
sclerosis representing fibrous dysplasia 
were found (Fig 2, right). 

Roentgenograms of the hands and feet 
showed disproportionate and hypoplastic 
shortening of the right fifth metacarpal 
and both right and left fifth proximal pha- 
langes (Fig 2, left). The left fourth meta- 
tarsal was somewhat shorter than normal. 
The radiologist’s diagnostic impression 
was PH or PPH. No other areas of fibrous 
dysplasia or other abnormalities were 
found during skeletal x-ray film surveys, 
barium studies, or cholecystography. The 
upper-gastrointestinal tract series showed 
no evidence of peptic ulcer disease. 

A parathyroid hormone infusion study 
was performed. The patient had marked 
phosphaturia, with a 30% decrease in the 
tubular reabsorption of phosphorus and a 
substantial (twofold to threefold) increase 
in the excretion of urinary adenosine-3’,5’ 
cyclic monophosphate (cyclic AMP) during 
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the infusion.^ This was shown by double 
radioimmunoassay of cyclic AMP, using 
the method of Steiner et al.* Both of these 
responses to parathyroid hormone were 
normal. 

A surgical biopsy of the mandibular area 
was performed, but the patient refused 
biopsy of her metacarpal bone. A typical 
picture of fibrous dysplasia, consisting of 
fibrosis and proliferating fibroblastic tis- 
sue and osteoid tissue, was seen during 
light microscopy of tissue sections (Fig 3, 
left)." Electron microscopy of this area 
(Fig 3, right) showed that there was inade- 
quate calcium deposition, with the remain- 
ing collagen substratum characteristic of 
fibrous dysplasia. Following this hospitali- 
zation, the patient was discharged on a di- 
etary and oral anti-acid regimen. 


COMMENT 


The original descriptions of PPH 
were made by Albright et al*; they de- 
scribed patients with the structural 
abnormalities of PH and normal cal- 
cium function. Recent reevaluation of 
this condition has suggested that 
there is a spectrum of disease involv- 
ing both PH and PPH that has been 
termed Albright hereditary os- 
teodystrophy." Our patient clearly 
exhibited the genetic defects seen ei- 
ther with PH or PPH. Our patient re- 
sponded to the infusion of parathy- 
roid hormone by showing an increase 
in both urinary phosphate and cAMP 
levels.'^ This new feature of hormone 
responsiveness, utilizing the radio- 
immunoassay for urinary cAMP, has 
also been reported by others. Our 
patient increased her urinary cAMP 
excretion two to three times, while 
conserving calcium and excreting 
phosphate. This normal response, 
with her skeletal structural abnor- 
malities and normal serum calcium 
and phosphorus levels, implies a diag- 
nosis of PPH in contrast to PH, in 
which no rise in urinary cyclic AMP 
has been reported.” 

To our knowledge, this case is the 
first of this type in which fibrous dys- 
plasia of bone has been reported. Elec- 
tron microscopy revealed evidence of 
maldevelopment of bone, with lack of 
calcification and immature collagen 
formation. In the past, there have 
been at least three reports of the as- 
sociation of fibrous dysplasia with 
primary hyperparathyroidism'*-* 
and although it is uncommon, fibrous 


dysplasia has been associated with 
many diseases other than parathyroid 
abnormalities.'^'* 

Short metacarpals and metatarsals, 
similar in all respects to those seen in 
PPH and PH, may occur as isolated 
defects or as part of other reported 
syndromes.'* Brachyphalangia, pe- 
ripheral dysostosis, chondro-ectoder- 
mal dysplasia, achondroplasia, Hurler 
syndrome, Morquio disease, congeni- 
tal  spondyloepiphyseal dysplasia, 
pseudoachondroplasia, diastrophic 
dwarfism, and myositis ossificans pro- 
gressiva are some of the rare condi- 
tions associated with short phalanges 
that may resemble PPH or PH.’ They 
may be distinguished on the basis of 
the characteristic roentgenographic 
pattern or genetic characteristics. 

Other diseases of interest to der- 
matologists have lesions of the tubu- 
lar bones of the hands and feet sim- 
ilar to PPH and PH: multiple familial 
exostosis, Turner syndrome, Gardner 
syndrome, basal ganglion calcifica- 
tion syndrome, and basal cell nevus 
syndrome.’'*-*? All may have in com- 
mon the short metacarpals, metatar- 
sals, and diminished stature. These 
conditions can be distinguished from 
one another in many patients; but in 
others, the features of the underlying 
disease may be incompletely ex- 
pressed (form fruste) such that it may 
be very difficult to accurately classify 
the condition of the patient.**:"-2° The 
transition of the PH of young pa- 
tients to features of PPH in the same 
patients in their adult years, and 
cases of PH and PPH in child and 
mother, respectively, support the con- 
cept that these diseases may be part 
of a spectrum.'^^ The simultaneous 
occurrence of features of PH and 
PPH in patients with other disease 
entities, such as basal cell nevus syn- 
drome, suggests that these conditions 
may be related.'*?' + The relation- 
ship between the parathyroid glands 
and other dermatological phacoma- 
toses remains obscure but inter- 
esting.'*! 

To our knowledge, this case repre- 
sents the first reported association of 
HP with fibrous dysplasia. The bone 
changes in the mandible and the 
short phalanges seem to represent 
the end result of an underlying com- 
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mon abnormality. In the present 
study, this abnormality was identi- 
fied histolowically and ultrastruct- 
urally as 3brous dysplasia. Pseu- 
dopseudohypoparatkyroidism should 
be differentiated fram other dimpling 
syndromes mentioned previously by 
x-ray films .nd, if possible, by histo- 
logical and endocrimlogical examina- 
tions. 


This investig tion was eonducted under Veter- 
ans Administration projects 3499-01; 8036-1, 
Medical investgatorshig Advanced Specialty 
Training Progam and Endocrine Research of 
Veterans Admimistratiom and was supported in 
part by Public dealth Service grant AM-15509. 

Philip Duncas, MD, ard John P. Griffin, MD, 
assisted in the double radioimmunoassay of cy- 
clic AMP. 
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International Symposium on Tretinoin Therapy 


in Flim, Switzerland, an International Sym 


posium on the Therapeutic Uses of Treti- 


nom (vitamin A acid) will be held Jan 27-29, 1975. The subjects discussed will be the ba- 


siescience of tretinoin and its use in t 
dermatologic diseases. Those intereste 
Weiss, MD, Cilag-Chemie AG, Hochstrasse 


he treatment of acne as well as in that of other 
d in attending should write directly to Peter 
205/9, 8201 Schaffhausen, Switzerland. 
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Chronic Urticaria From 
Isophane Insulin Therapy 


Sensitivity Associated With Noninsulin Components in Commercial Preparations 
Ronald N. Shore, MD; Walter B. Shelley, MD, PhD; G. Clayton Kyle, MD 


A young woman with diabetes mellitus 
developed chronic urticaria after chang- 
ing from isophane beef insulin suspen- 
sion to isophane beef-pork insulin sus- 
pension. She reverted to treatment with 
her original insulin preparation, but urti- 
caria failed to terminate. While in the hos- 
pital, her eruption began each afternoon 
at the site of insulin injection. Zinc single- 
peak beef insulin suspension, a purer 
preparation with different additives than 
isophane beef insulin, was substituted, 
and urticaria terminated rapidly. Intrader- 
mal skin testing using single-peak (puri- 
fied) preparations indfcated that the pa- 
tient was sensitive to beef and pork forms 
of isophane insulin but not to beef and 
pork forms of zinc insulin. 

The patient later had a brief recurrence 
of urticaria following oral erythromycin 
and tetracycline therapy but did not de- 
velop lesions at sites of insulin injection. 


hronic urticaria can be a frus- 
trating experience for both the 
patient and physician. Investigation 
of individual cases can be time-con- 
suming, expensive, and unproductive. 
Furthermore, even in those cases in 
Which the apparent cause is identified 
and eliminated, it is not rare for urti- 
caria to recur at a later date and 
again try the patience of the patient 
and his doctor. Despite these diffi- 
culties, it is our belief that if chronic 
urticaria is investigated thoroughly 
and systematically, the cause of the 
eruption can frequently be deter- 
mined. 

We are reporting a case of severe 
chronie urticaria in which the cause 
was not immediately apparent. Re- 
peated inquiries, studies to eliminate 
possible causes, and most important— 
Esteri i iiu oi sic Si ree 
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observation of developing lesions— 
provided the clues to the cause of the 
eruption: which was isophane insulin 
suspension (NPH insulin). 


REPORT OF A CASE 


A 21-year-old diabetic woman was seen 
for urticaria of two weeks' duration. She 
stated she had recently moved into a new 
apartment and had noticed several "bites" 
on her body before urticaria began. 

In the past, she had had a maculopapular 
eruption following treatment with penicil- 
lin G potassium. However, she denied tak- 
ing penicillin or any other new medications 
or foods before the onset of the eruption. 
She indicated she was taking isophane in- 
sulin for her diabetes and that she had not 
used any other type of insulin. 

Her general health was excellent and 
she had recently had a complete dental 
check-up. 

During her initial examination, papular 
urticaria was observed on both legs. An ar- 
thropod reaction was suspected and she 
was treated with gamma benzene hexa- 
chloride lotion (Kwell) and diphenhydra- 
mine hydrochloride (Benadryl). 

The patient returned in two weeks with 
frank urticaria on her thighs and arms. 
Lesions were noted to be most severe near 
sites of insulin injection. When the patient 
was questioned again about her insulin, 
she recalled she had changed from iso- 
phane beef insulin to isophane mixed beef 
and pork insulin shortly before her urti- 
caria began. She was advised to return to 
her isophane beef insulin regimen and did 
so, but there was no resolution of her erup- 
tion. She continued to take an antihista- 
mine to reduce swelling and pruritus. Her 
urticaria was relatively mild for several 
months, then it became quite severe, and 
she was hospitalized for further treatment. 

During her admission, she stated she 
was still taking isophane beef insulin and 
had not taken any new medications. She 
indicated that her episodes of urticaria 
tended to begin in mid-afternoon, but she 
could not relate these to any specific food 
or exposure, 

On examination, her temperature, pulse, 
and blood pressure were normal; her thy- 
roid and liver were not enlarged; and she 
had no signs of bacterial, fungal, yeast, or 


parasitic infection. Mild papulopustular 
acne was present on both cheeks and fore- 
head. 

Her hematocrit reading was 39%, and 
her white blood cell count was 6,800/cu 
mm. Seventy-one percent of her leukocytes 
were neutrophils, 25% were lymphocytes, 
and 4% were monocytes. Her fasting blood 
glucose value was 235 mg/100 ml; her 11- 
AM glucose value was 360 mg/100 ml, and 
her 4-PM glucose value was 275 mg/100 ml. 
The results of studies including liver func- 
tion tests, protein electrophoresis, lupus 
erythematosus cell preparations, rapid 
plasma reagin card test, chest x-ray film, 
and urine culture studies were normal. 

To rule out ingestants as a cause of her 
eruption, she was placed on a diet re- 
stricted to sugar, tea, and water. During 
this time, urine and blood sugar values 
were monitored carefully, and she contin- 
ued to take isophane beef insulin. There 
was no decrease in urticaria during a 48- 
hour period. However, with the patient un- 
der this close observation, it was noted 
that her urticaria began each afternoon at 
the site of insulin injection. Her insulin 
preparation was again suspected as the 
cause of her eruption. Her isophane beef 
insulin was replaced by single-peak zinc 
beef insulin suspension (single-peak Lente 
Iletin, a purer preparation with dif- 
ferent additives than isophane beef insu- 
lin. Her restricted diet was terminated and 
replaced by one containing 90 gm of pro- 
tein, 75 gm of fat, and 165 gm of carbo- 
hydrate. These measures resulted in a 
dramatie decrease in urticaria by the fol- 
lowing day and complete termination of 
urticaria within five days. Blood glucose 
levels were brought into normal range 
with the above diet plus a regimen of zinc 
and crystalline single-peak beef insulin 
injections. 

Following discharge from the hospital, 
the patient continued taking her insulins, 
and started taking tetracycline for acne 
vulgaris. About three weeks later, she 
again developed urticarial lesions. How- 
ever, at this time, wheals did not begin or 
occur at sites of insulin injection. Tetracy- 
cline therapy was suspected as the cause of 
the eruption and was replaced by erythro- 
mycin therapy. However, within hours of 
taking the first erythromycin tablet the 
patient’s urticaria became noticeably 
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Results o* Intradesmal Tests After Termination of Isophane Insulin Injections 


Units of Insulin 
Preparation* per Injectiont 


Isophane beef 0.001 
Isophane beef 0.01 
Isophane beef 1.0 
Isophane perk 0.001 -< 
Isophane perk 0.01 
Isophane park 1.0 
Zinc beef 1.0 
Zinc pork 1.0 
Crystalline 3eef 1.0 
Crystalline 5ork 1.0 
Control** 0 


Insulin 





* All insulins were single-peak insulins. 


t All injecticas had a total volume of 0.1 ml. 


Urticarial Reactions at Site of Injection? 
Months After Termination of Therapy 
a a ae 
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t 2-- indicat-s whealing beyond site of injection; 1+ indicates delayed whealing at site 
of injection; 0 indicates no reaction; ND indicates test not done. 


** Diluting flisid for isephane insulin. 


worse. Erythr»mycin taerapy was stopped, 
and her urticaria termmated shortly there- 
after and did mot recur. 

Five month. after tae isophane beef in- 
sulin therapy was terminated, a battery of 
intradermal «kin tests was performed 
using several concentrations of isophane 
single-peak b ef insulm, which is a purer 
preparation than tle non-single-peak 
preparation sed by he patient (Table). 
Within ten mmutes of injection, wheals up 
to 12 mm in eiameter were present at all 
sites of inst in injeetion including the 
0.001-unit site Two months later, a more 
extensive bat-ery of tests was performed 
using single-r2ak beef and pork isophane, 
zinc, and crys-alline irsulins. At this time, 
whealing was produced only by the 1-unit 
injections of =ngle-peak isophane beef and 
pork insulins and was slightly delayed in 
its onset. Fou months later, a similar bat- 
tery of tests -licited rm reactions. 

The patien has continued to use zinc 
single-peak beef and crystalline single- 
peak beef irsulins fer more than eight 
months withcat recurrence of urticaria. 


COMMENT 


Our ease llustrases a very impor- 
tant featur= of chronic urticaria: a 
patient whc develops urticaria from 
exposure to one substance in many 
instances isapt to Lave recurrent at- 
tacks from exposure to other sub- 
stances.' This phenomenon has been 
observed nc- only in cases of chronic 
urticaria in general but also in cases 
of urticaria from insulin in particu- 
lar.*^ In some instances, recurrence of 
urticaria simply reflects occult 


Arch Dermatel/Vol 171, Jan 1975 


reexposure to a substance to which 
the patient is allergic. In other in- 
stances, recurrence of urticaria re- 
flects exposure to a chemically related 
substance. Recurrences of urticaria 
has also resulted from exposures to 
aspirin, the preservative benzoate, 
and the azo dye, tartrazine, which is 
present in many foods and drugs.‘ 
Michaélsson and Juhlin* studied 52 
patients with recurrent urticaria and 
found that the condition was pro- 
voked in 35 instances by aspirin, in 27 
instances by benzoic acid compounds, 
and in 27 cases by azo dyes. In our 
case, recurrences of urticaria follow- 
ing ingestion of tetracycline and 
erythromycin may have been due to 
the dyes present in these medications. 

Our case also illustrates the real 
value of hospitalization in solving 
eases of chronic urticaria. Hospi- 
talization should not be regarded as 
simply a convenient method for per- 
forming examinations and laboratory 
studies. Rather, it should be used as a 
means of strictly controlling the pa- 
tients environment to establish 
whether the cause of the eruption 
comes from within or from without. 
If the patient is kept in a room free of 
flowers, dust, and other potential al- 
lergens and is maintained on a diet 
restricted to tea, water, and sugar for 
48 hours, one may be able to establish 
rather rapidly whether ingestants, in- 
halants, injectants, or internal fac- 
tors are responsible for the urticaria. 


In our case, these measures did not 
include restriction of the insulin ther- 
apy and did not relieve the urticaria, 
thereby suggesting that insulin or an 
internal factor was responsible for 
the eruption. 

Hospitalization, as illustrated in 
our case, can also have other benefits. 
The observation, made in the hospi- 
tal, that urticaria began each after- 
noon at the site of insulin injection 
was the important clue that led to the 
solution of this case. Hospitalization 
also permitted substitution of insu- 
lins to be performed while monitoring 
the patient’s diabetes and observing 
for possible recurrences of urticaria. 

Cases of urticaria from insulin 
preparations were reported by Joslin 
and his associates as early as 1922, 
the very year Banting, Best, and 
Macleod first isolated the hormone for 
clinical use. Today, as a result of im- 
proved manufacturing methods and 
the production of insulin of greater 
purity, allergic reactions are less com- 
mon and urticaria and other general- 
ized reactions relatively rare.’ Never- 
theless, hypersensitivity reactions at 
the site of insulin injection continue 
to be frequent during the first few 
weeks of therapy.*' These local reac- 
tions (erythema, edema, subcutane- 
ous nodules) are due to skin sensi- 
tizing phenomena and usually abate 
with persistence of therapy because 
of spontaneous desensitization.* 

Urticaria due to treatment with 
insulin preparations is usually as- 
sociated with and preceded by local 
reactions.^** Such local reactions 
commonly become more severe as 
generalized urtiearia begins.** Very 
frequently, there is also a history of 
discontinuous insulin therapy,’ with 
urticaria developing three to ten days 
after insulin therapy has been re- 
sumed.* 

Insulin allergy may be directed 
against the insulin molecule itself or 
against protein contaminants or ad- 
ditives in the commercially available 
preparation. In instances of sensi- 
tivity to the insulin molecule, the 
principal sites of antigenicity have 
been found to reside in the A chain of 
the molecule.” Studies made with the 
antisera of insulins of various spe- 
cies" have indicated that the 8, 9, and 
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10 positions of the A chain are of crit- 
ical antigenic importance. The amino 
acid sequence of pork insulin is iden- 
tical to human insulin at these three 
positions, whereas beef insulin dif- 
fers from human insulin at two of 
these sites. This appears to explain 
why pork insulin is generally less 
likely to elicit an antibody response in 
man. Pork insulin differs from human 
insulin only in position 30 of the B 
chain, where alanine is substituted 
for threonine. Interestingly, deal- 
aninated pork insulin, a synthetic de- 
rivative that has had the alanine at 
position 30 removed, has been found 
to be tolerated by some patients who 
were allergic to pork insulin itself. 
Unfortunately, the dealaninated de- 
rivative has usually been disap- 
pointing in treating insulin allergy. 

Patterson and associates™ have 
demonstrated that allergy to insulin 
is mediated by IgE antibodies. Such 
antibodies are skin sensitizing and 
can be passively transferred to nor- 
mal human skin." Dolovich et al* have 
reported a case in which a patient de- 
veloped generalized urticaria 11 days 
after resuming isophane insulin in- 
jections. At this time, the patient’s 
serum contained antibodies against 
insulin in both the IgE and IgG frac- 
tions. Isophane insulin was replaced 
with zinc insulin and diphenhydra- 
mine hydrochloride. The allergic reac- 
tion subsided, but insulin resistance 
developed four days later and 2,000 
units of insulin was required to pre- 
vent ketoacidosis. Antibodies to the 
insulin were found in IgG, IgA, IgM, 
and IgE at this time, and there was 
persistence of the IgG fraction. Anti- 
body titers and the sequence of their 
elevation led the authors to conclude 
that the skin-sensitizing antibody 
IgE was responsible for the allergy 
and that the IgG acted as blocking 
antibody and caused the resistance. 
Patterson and his associates" have 
also reported two similar cases in 
which temporary elevation of the IgE 
level and urticaria were followed by 
elevation of the IgG level and insulin 
resistance." 

Since reactions from insulin prepa- 
rations have also appeared to result 
from protein contaminants, manufac- 
turers of commercial insulin have in- 
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corporated several new processing 
methods to achieve higher standards 
of purity. Until recently most USP in- 
sulin preparations contained 92% in- 
sulin-like substance (mainly pure in- 
sulin as well as the closely related 
desamido insulins, arginine insulins, 
and an ethyl ester of insulin), 6% 
proinsulin-like substance, 1% insulin 
aggregates, and 1% noninsulin pro- 
tein? A purer insulin, "single-peak" 
insulin, has now become widely avail- 
able and contains 99% insulin-like 
substance.* Contrary to the inference, 
the term "single-peak" has nothing to 
do with the time reaction of the insu- 
lin but deals strictly with its elution 
pattern on a fractionating column 
(Sephadex G 50) for chromatogra- 
phy.^ The manufacturer of single- 
peak insulin also produces limited 
quantities of "single-component" in- 
sulin that is 99% pure insulin.'® This 
preparation, which is technically dif- 
ficult to prepare, is presently the 
purest insulin that can be made and 
is presumably equivalent to "mono- 
component" insulin manufactured by 
another company." These highly puri- 
fied insulins have been reported to 
produce significantly lower antibody 
titers than the usual commercial insu- 
lins.'? 

The vast majority of insulin-in- 
duced urticarial reactions reported in 
the recent literature have occurred in 
patients receiving isophane insu- 
lin,**?:5259557 which may simply reflect 
the widespread use of this form of in- 
sulin. However, it is also possible that 
the presence of the large protein 
molecule, protamine, in this prepara- 
tion accounts for the apparently 
increased frequency of reactions. Iso- 
phane insulin (NPH insulin [neutral- 
protamine-Hagedorn]) is prepared so 
there is just sufficient protamine to 
bind all the insulin and produce a pro- 
longed duration of action.'* Since pro- 
teolytic enzymes must break down 
the protamine before the insulin can 
be released from the injection site 
into the bloodstream, absorption is 
delayed and a prolonged duration of 
action is achieved.'* Isophane insulin 
is an intermediate-acting insulin, 
with a duration of action longer than 
that of crystalline insulin, which con- 
tains no protamine, and shorter than 


that of protamine zinc insulin, which 
contains more protamine. For more 
than 30 years, injections of protamine 
zinc insulin suspension have been 
known to be more likely to produce 
cutaneous reactions than injections of 
crystalline insulin.'*?^" Consequently, 
protamine has frequently been sus- 
pected as the cause of sensitivity re- 
actions.*?" Despite this suspicion, 
studies of protamine itself suggest 
that the material is not antigenie,'*' 
and we are unaware of any cases of 
insulin allergy in which specific sensi- 
tivity to protamine has been estab- 
lished. It seems probable, however, 
that protamine is responsible for the 
development of at least some in- 
stances of sensitivity to insulin prep- 
arations, although the mechanism of 
such reactions is not presently under- 
stood. 

In our patient, resolution of urti- 
caria following substitution of zine 
single-peak beef insulin for isophane 
beef insulin suggested that our pa- 
tient was not sensitive to the insulin 
molecule itself. This occurrence plus 
the results of intradermal skin tests 
with single-peak insulins suggest the 
following possibilities: (1) the patient 
developed a sensitivity to one of the 
additives present in isophane insulin 
but not present in zinc insulin (such 
as phenol, metacresol, or protamine), 
or (2) the patient developed a sensi- 
tivity specific for the protamine-insu- 
lin complex. The initial strongly-posi- 
tive intradermal skin tests with the 
single-peak form of isophane insulin 
and negative tests with single-peak 
zinc insulin suggested that additives 
to the insulin rather than naturally 
occurring protein contaminants were 
responsible for development of sensi- 
tivity. Unfortunately, the spontane- 
ous resolution of sensitivity, as mdi- 
cated by results of later intradermal 
tests, precluded more definitive test- 
ing with the various components of 
isophane insulin. 

In those cases where the patient's 
urticaria is suspected to be due to in- 
sulin preparations, intradermal skin 
tests using small doses of various in- 
sulins may be helpful in supporting 
the diagnosis and predicting which 
preparations may be substituted. 
Kreines? found that intradermal test- 
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ing with insulin preparations ob- 
tained from various species was par- 
tieular'y hdpful in the management 
of insulin Alergy. te described a pa- 
tient with 1rticaria whose skin tests 
indicated sensitivity to beef and pork 
forms of zme, isopnane, and crystal- 
line insulin but absence of sensitivity 
to sheep crystalline insulin. The pa- 
tient was given sheep crystalline in- 
sulin and had no adverse reactions. 

Beeause »f the *omplexity of the 
immunolog= phenomenon involved, 
skin tests sametimes give misleading 
results^^* Zreines® has pointed out 
that the s-in-sensitizing antibodies 
demonstrat»d by intradermal tests 
are not the same antibodies and do 
not necessarily ind. cate the presence 
of those an-ibodies that cause gener- 
alized hypersensitwity. Despite po- 
tential errcrs, however, skin testing 
has proven .o be a valuable evaluative 
procedure n man” cases of insulin 
sensitivity. 

Once an insulir preparation has 
been identwtied as the cause of urti- 
caria, seve- al alternative courses of 
action may be followed depending on 
the nature »f the eruption, the nature 
of the senstivity, end the severity of 
the patienfs diabetes. The manage- 
ment of acate life-threatening aller- 
gic reactions may require treatment 
with epimphrine antihistamines, 
vasopressos, stero«ds, and oxygen as 
well as other measures. In less severe 
reactions, substitution of a differ- 
ent insulir preparation, preferably 
single-peak or single-component de- 
rived from a different animal source 
will be sufficient. Skin testing with 
several forms of insulin derived from 
various sp-cies may be helpful in 
these cases in selecion of new insulin 
preparatiors. Such testing seems par- 
ticularty advisable if time permits 
and initial herapeutic maneuvers are 
unsuccessful. 

In situat-ons where it appears the 
patient is sensitive to all available in- 
sulins, two zourses of therapy can be 
considered. In patients with mild dia- 
betes, it is .ometirres possible to sub- 
stitute an cral hypeglycemic agent as 
a temporary or long-term measure.? 
This has been successful in some pa- 
tients, butan others it has resulted in 
ketoacidosi.’® and would increase the 
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likelihood of even more severe aller- 
gic reactions if insulin is required at a 
future date. For most diabeties, de- 
sensitization seems to be a preferable 
form of therapy and is generally suc- 
cessful.^ Desensitization can be per- 
formed using a series of subcutaneous 
injections of single-peak or single- 
component pork crystalline insulin. 
The initial dose is usually 0.0001 or 
0.001 units of insulin. If no local reac- 
tion occurs, the dose is doubled with 
each succeeding injection.’ If a sub- 
stantial local or general response oc- 
curs, the amount used for the next in- 
jection is the same as that used in the 
last dose that produced no reaction.’ 
When no emergency exists, four de- 
sensitizing doses may be given daily. 
However, if ketoacidosis threatens or 
is present, doses may be doubled ev- 
ery 15, 30, or 60 minutes and can 
be injected intradermally.^' Such a 
schedule is usually effective in de- 
sensitizing a patient within a single 
day.’ Adrenal corticosteroids and an- 
tihistamine drugs may be used tem- 
porarily to protect against severe 
reactions. Desensitization has been 
performed under a_ corticosteroid 
cover.” During desensitization, the 
physician should be prepared to 
handle anaphylaxis, although its oc- 
currence in these circumstances ap- 
pears to be uncommon. 

In our case, a formal desensitiza- 
tion program was not employed. How- 
ever, one wonders whether loss of sen- 
sitivity to isophane single-peak beef 
insulin occurred spontaneously or as a 
result of repeated skin testing with 
this insulin. Loss of sensitivity has 
appeared to occur spontaneously in 
some patients, but in others sensi- 
tivity has persisted for years." '? 

Once a patient has been success- 
fully desensitized, it seems advisable 
that he continue treatment with the 
purest insulins available, ie, single- 
peak or preferably single-component 
zinc and crystalline  insulins.*? 
Thereafter, interruptions in insulin 
therapy should be strictly avoided 
since this could again augment the 
antigenic stimulus and lead to recur- 
rence of urticaria.’ 


John A. Galloway, MD, of the Clinical Re- 
search Division of Eli Lilly & Co at the Marion 


County General Hospital, Indianapolis, supplied 
insulin preparations for intradermal tests. 

Thomas J. Cali, Pharm D, and Richard J. Swo- 
boda, BSc Pharm, provided technical assistance 
and prepared serial dilutions of insulin for the 
intradermal tests. 
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Localized Scleroderma 


Richard C. Wuthrich, MD; Henry H. Roenigk, Jr., MD; Willard D. Steck, MD 


Familial scleroderma is rare; only sev- 
en documented instances of the disease 
have been reported, to our knowledge. 
This report adds two more families to the 
literature. Three children in one family 
and two in the other had clinically and his- 
tiologically established localized sclero- 
derma. 


ocalized scleroderma is an uncom- 
mon disease of unknown cause. 
Familial cases are rare. 

In 1953, Rees and Bennett’ pre- 
sented, to our knowledge, the first 
documented instance of localized 
scleroderma occurring in two mem- 
bers of the same family. In 1966, 
Burge and Perry reviewed the litera- 
ture on familial scleroderma’? and 
found four documented instances. 
Eight other familial instances were 
mentioned, but documentation was 
incomplete. They added to the litera- 
ture one more example of familial 
scleroderma occurring in two sisters. 
Both sisters had atopic manifesta- 
tions of atopic dermatitis at an early 
age, along with joint disease, and 
scleroderma, confirmed by skin biopsy 
specimens. One sister had severe, dis- 
abling, generalized morphea. She died 
at age 16 years of bronchopneumonia. 
Autopsy showed no evidence of inter- 
nal organ involvement with sclero- 
derma. The other sister had localized 
scleroderma that affected the hands 
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and feet. She did not have Raynaud 
phenomenon or evidence of systemic 
sclerosis. 

In 1970, Camus et al? reported sys- 


temie sclerosis in a woman and three - 


of her four daughters. Her fourth 
daughter had Raynaud phenomenon. 
Szczepanski and Jakubowicz, in 1972, 
reported an instance of localized 
scleroderma occurring in two sisters. 

We have found two additional in- 
stances of familial scleroderma, which 
affected two patients in one family 
and three in the other. 


REPORT OF CASES 


Case 1.—In July 1972, a 17-year-old 
white girl was examined, having clinically 
typical lesions of morphea, involving the 
left lower area of the chest, the midback, 
and left thigh. These lesions had been 
present 14 years and had gradually been 
growing larger. The mother of this patient 
and also of the patient in case 2 had. a 
congenital curvature of the spine, the 
cause of which is not known. 

Results of the physieal examination 
were normal except for macular, hyper- 
pigmented patches, involving almost the 
entire back, the abdomen (Fig 1), and lat- 
eral aspect of the left thigh. The involved 
skin appeared atrophic, and a prominent, 
superficial, vascular pattern was noted. 

By November 1972, the lesions were ex- 
tending, especially on the left thigh. They 
showed very slight induration and some 
decreased pigmentation at the expanding 
borders. The patient was treated with hy- 
droxychloroquine sulfate (Plaquenil), 200 
mg/day. By January 1973, the lesions had 
stabilized, and no further activity of the 
disease was noted. In May 1978, it was 
believed that early Raynaud phenomenon 
might be developing; however, further fol- 
low-up failed to establish a diagnosis of 
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Raynaud phenomenon. Hydroxychloroquine 
sulfate treatment was discontinued at the 
end of June. During September 1973, she 
gave a medical history of a sore throat, fol- 
lowed by the appearance of small, new 
areas of morphea affecting the proximal 
parts of the thighs and the upper and 
lower areas of the back. She was treated 
with hydroxychloroquine sulfate, 300 
mg/day. 

In July 1972, blood chemistry studies 
(SMA-12) using an automated multiple 
analysis system were within normal limits. 
Venereal Disease Research Laboratory 
and lupus erythematosus cell test results 
were negative. Serum antinuclear factor 
was positive at greater than 1:160 dilution. 

In September 1973, the white blood cell 
(WBC) count was 8,700/cu mm; hemoglo- 
bin value, 13.8 gm/100 ml; and the serum 
antinuclear factor was positive at 1:40 dilu- 
tion. Roentgenograms of thoracic and lum- 
bosacral spinal areas were normal. 

Skin biopsy was consistent with mor- 
phea, with hypertrophie, closely packed 
collagen bundles that were partially hya- 
linized, and more eosinophilic than normal 
(Fig 2). 

Case 2.—In August 1972, a 15-year-old 
white girl, sister of the first patient in this 
report, was examined for pigmented patches 
appearing on the left lower area of the 
back and on the right breast. The involved 
areas were asymptomatic, except for the 
pigmented patches. She was taking no medi- 
cation. There were six children in the fam- 
ily, including this patient and the patient 
described in case 1. The other four children 
and the parents were not examined for 
morphea. 

The physical examination showed no ab- 
normalities other than a circumscribed 
area of mottled pigmentation with a slight 
amount of induration, involving the left 
area of the back just superior to the iliac 
crest. A similar patch was present on the 
inferior aspect of the right breast. 
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Fig 1 —Hyoerpigmented, slight, indu- 
rated plague: of morphea on upper area 
of the apdorrasn (case 1). 


White blooe cell count was 7,300/cu mm; 
hemoglobin value, 14.2 gm/100 ml. The se- 
rum antinuclear facter and LE cell tests 
were negativ=. 

The skin »iopsy was consistent with 
morphea. Th. collagen bundles were hy- 
pertropbie, s. lerotie, and closely packed. 
Areas 0: dermal collagen appeared homog- 
enized. à sweat gland^was seen in the mid- 
dermis. 

A follow-up in January 1978 showed no 
change in th lesion on the lower area of 
the baek. There was questionable, in- 
creased pigrr2ntation of the areola of the 
right breast. *ive months later, the lesions 
remained unshanged. 

Case 5.—A 7-year-old white boy was seen 
in July 1972. He was the brother of the 
fourth and fi*th patients mentioned in this 
report, and tae youngest of three children 
in this family. He wasthe product of a nor- 
mal preznan y and delivery. He was well 
until 18months of age, at which time a le- 
sion developed on his right buttock. This 
lesion was excised at another clinic and no 
clinical deser ption was available. Shortly 
after the exc:sion, new nodular lesions de- 
veloped in the area immediately surround- 
ing the scar. Subsequently, nodular lesions 
appeared on he rightleg. He had no treat- 
ment. Ee had no other medical problems, 
except for a .erniorrkaphy and repair of a 
hydrocele. 

At the time of physical examination, a 
systolic murmur was heard along the left 
sternal bord r. The remainder of the ex- 
amination results were normal. 

Examination of the skin (Fig 3) showed 
a hard mas; which protruded from the 
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Fig 2.—Biopsy specimen of right buttock 
shows hypertrophic, closely packed col- 
lagen bundles, compatible with morphea 
(case 1) (hematoxylin-eosin, original mag- 
nification x 160). 
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Fig 4.—Biopsy specimen of right buttock 
shows sclerotic collagen with sweat 
glands bound down in the mid-dermis 
(case 4) (hematoxylin-eosin, original mag- 
nification x 40). 


skin, in the area of the right buttock, 
which was not associated with any at- 
rophy. Smaller, plaque-like lesions were 
softer, protruding, and were slightly yel- 
low. There was no induration. 

The patient was admitted to the Cleve- 
land Clinic Hospital. Edetate disodium 
(Endrate) was administered intravenously 
at a dosage of 900 mg/day for ten days. 
Renal function was closely followed dur- 
ing treatment and remained normal. There 
was no change in the character or number 
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Fig 3.—Close-up of indurated buttock 
(case 3). 





Fig 5.—Biopsy specimen of buttocks 
shows thickened, sclerotic coliagen with 
trapped, atrophic sweat glands in the mid- 
dermis (case 5) (hematoxylin-eosin, origi- 
nal magnification x 40). 


of the skin lesions immediately following 
treatment. 

He was discharged in August 1972 on a 
regimen of orally administered edetate di- 
sodium calcium, ingesting 500 mg/day for 
two weeks, resting without treatment for 
two weeks, and repeating the regimen. 

In February 1973, there were small, 
newly developing lesions on the neck. The 
old lesions had not resolved or softened. 
Edetate disodium calcium therapy was 
stopped and hydroxychloroquine sulfate 
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treatment, at a dosage of 100 mg/day was 
begun. 

By July 1973, there had been no change 
in the lesions. The hydroxychloroquine sul- 
fate dosage was increased to 200 mg/day. 
In October 1973, the lesions were un- 
changed. 

Roentgenograms of pelvis (soft-tissue 
study) showed no evidence of abnormal tis- 
sue calcification. Roentgenograms of lum- 
bosacral spinal area showed anterior dis- 
placement of the first sacral segment in 
relationship to the second sacral segment. 
In addition, the interspace between these 
two segments was narrowed. In June 1973, 
the LE cell test, serum antinuclear factor 
and VDRL test results were negative. 

A skin biopsy specimen showed hyper- 
keratosis and epidermal delling. The thick- 
ness of the dermis was greatly increased. 
The collagen bundles were swollen. There 
were eccrine glands seen high in the 
dermis. Masson stain showed an increased 
amount of collagen. Stains for elastic, fat, 
and calcium were unremarkable. 

Case 4.—An 8-year-old white girl was ex- 
amined at Cleveland Clinic in June 1972. 
She was the sister of the third and fifth pa- 
tients described in this report. When the 
patient was about five years old, her 
mother noted patches of morphea, which 
appeared on the child’s abdomen and 
thighs. Her lesions had been asymptomatic 
and stable for several years. She had re- 
ceived no treatment. 

The skin biopsy specimen showed der- 
mal thickening and swelling of collagen 
bundles. There were several sweat glands 
high in the dermis. Masson stain showed 
an increased amount of collagen. Special 
stains, such as those used for the third pa- 
tient, showed unremarkable results (Fig 
4). 

Case 5.—An 11-year-old white girl, sister 
of the third and fourth patients in this re- 
port, was also examined in June 1972. In- 
durated plaques on both buttocks and legs 
first appeared when the patient was five 
years old. The plaques were asymptomatic 
and stable. She had received no treatment. 

The skin biopsy specimen showed a thick- 
ened dermis and swelling of collagen bun- 
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dles, with sweat glands located high in the 
dermis. Special stains, such as those used 
for the third and fourth patients in this re- 
port, showed unremarkable results (Fig 5). 


COMMENT 


Several bits of information, al- 
though inconclusive, suggest that the 
sclerodermal diathesis may be geneti- 
cally determined. 

Korting and Holzmann’ could see 
no other explanation for the facts 
that scleroderma exists only in hu- 
mans and not in animals; that fe- 
males are far more disposed to de- 
velop scleroderma than males; and 
that they also have a much greater 
susceptibility to Raynaud phenom- 
enon. 

Emerit et al^ found chromosomal 
abnormalities in lymphocyte mitoses 
of patients with systemic sclerosis. 
One third of the mitoses examined in 
21 patients were abnormal, compared 
with one tenth abnormal mitoses in 
a control population. No increase 
in chromosomal abnormalities were 
noted in three patients with localized 
scleroderma. 

Fennell et al’ reported finding a 
58% incidence of positive antinuclear 
factor in the sera of first degree rela- 
tives of patients with scleroderma. 
Several authors*'' have found a sub- 
stantial incidence (48% to 76%, aver- 
age 67%) of a positive antinuclear fac- 
tor in patients with scleroderma. 

Christianson et al" found anom- 
alies of the vertebral column in 32 of 
68 patients with localized scleroderma 


who were examined roentgenograph- 


ically. He also described a greater 
than expected number of central ner- 
vous system abnormalities among 235 
patients and their families. 

To our knowledge, only nine docu- 
mented instances of familial sclero- 


derma have been published, including 
the two presented here. Other evi- 
dence of hereditary predisposition is 
scant. These instances may be suffi- 
cient, however, to encourage further 
accumulation of data with pedigree 
evaluations and chromosomal exami- 
nations. 


Nonproprietary Name 
and Trademark of Drug 


Edetate disodium calecium—Calcium Diso- 
dium Versenate. 
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Exsel Lotion 


(selenium sulfide 2.5%) 


Division of 


Allergan Pharmaceuticals 
è irune, California 92664 


H G. S. Herbert Laboratories 





'Appraisal of Efficacy-of Antidandruff 
Formulations, Albert M. Kligman, M.D., 
Ph.D., Richard R. Marples, B.M., M.Sc., 
M.R.C. Pathol., Larry R. Lantis, M.D., and 
Kenneth J. McGinley.J. Soc. Cosmet. 
Chem.. 25, 73-91 (February 1974). 


*This category included the number of 


mentions for each “desirable” or “undesirable” 


effect. therefore, they total more than 35. 











Recent studies verify the efficacy of 2.5% selenium 
sulfide shampoos! but the only product available until 
now left something to be desired: cosmetic accept- 
ability. In fact, nearly half the physicians we interviewed 
indicated they didn’t use it for that reason. 

So we developed Exsel®And in clinical testing it's 
been proven equally effective and cosmetically supe- 
rior to the other 2.5% selenium sulfide lotion. Asked to 
compare the specific characteristics of the two prod- 
ucts, test subjects responded: 


“Exsel lathers better" 








Lathering ability Excellent Good Fair Poor 
Exsel® ae DEE. ees Se 
Other Lotion 1 19 11 4 
ah ® 95 
Exsel smells better 
Odor Acceptable Undesirable 
Exsel® 2s 12 
Other Lotion 15 | 20 





“Hair feels better" 


Overall appearance and feel of hair after shampooing* 








Acceptable Undesirable 
Exsel® 57 42 
Other Lotion 39 56 





DESCRIPTION: Contains: selenium sulfide 2.5% with: disodium ecetate, bentonite; 
sodium linear alkylate sulfonate; alphaolefin sulfonate; glyceryl monoricinoleate; 
silicone; titanium dioxide; citric acid monohydrate, sodium phosphate mono- 
basic, monohydrate; perfume and purified water. INDICATIONS: Selenium 
sulfide is indicated in the treatment of seborrheic dermatitis of the scalp, 
including dandruff. CONTRAINDICATIONS: The product should not be used 
by patients allergic to any of its components. WARNINGS: Safety for use in 
infants has not been established. PRECAUTIONS: 1. Chemical conjunctivitis 
may result if this preparation enters the eyes. 2.The product should be used 
with caution when acute inflammation or exudation is present as an increase 
in absorption may occur. ADVERSE REACTIONS: 1. Hair loss has been reported 
with the use of the product. 2. Discoloration of the hair may follow the use of 
selenium sulfide. This can be minimized by careful rinsing of the hair after 
treatment. 3. Oiliness of the hair and scalp may increase following the use of 
this product. ACCIDENTAL ORAL INGESTION: Selenium sulfide is highly tox eif 
ingested. Nausea and vomiting usually occur after oral ingestion. Treatment is to 
induce vomiting or if necessary perform gastric lavage, together with general 
supportive measures as required. Administer a purgative to hasten elimination. 
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The habit called heroin. 





In East Harlem, 
the AMA helped a lot 
of addicts kick it. 


“Where can I get help? What will happen to me? Will | 
be arrested? Who can I trust? For an addict, the answers 
are often critical to his decision to seek help. 

In East Harlem, he knows where he can get the right 
answer and help: the Drug Referral Agency right in his 
community. It’s staffed by former addicts who are 
intimately familiar with an addict’s needs. Since 
opening its door, the agency has helped hundreds of 
addicts kick the habit. 

This referral service was part of a pilot 
demonstration project initiated by the East Harlem 
Community with the help of the Mt. Sinai School of 
Medicine and the AMA. 

Why did the AMA get involved? To help develop a 
model other communities can use as a guide in 
developing their own drug abuse programs. 

Physicians often wonder what the AMA really does. 
This is one of many things — all made possible by 
{he-physicians who support the AMA through their 
membership. Find out more about the AMA. Just 
send in the completed coupon. 


Join us. 
We can do much more together. 


Dept. DW 

American Medical Association 
535 N. Dearborn St. 

Chicago, Ill. 60610 





Please send me more information on 
the AMA and AMA membership. 


Name 


Address 








City/State/Zip 





“best for the care of dry 
or premature aging 


or wrinkled skin... 














SUPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


" DOAK PHARMACAL CO., INC. WESTBURY, N.Y. 1159/ 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL 23, QUEBE 


104 


For the Scalp: 


gets the steroid to the site of \ 
inflammation without disturbing 
the hair. 
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pull it out) Aeroseb-D is effective 

in treating other dermatoses. 

Because Aeroseb-D possesses a lower 
pressure than other steroid sprays. 
less is wasted by the patient. 
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W The first fluorinated steroid in the proven Aeroseb aerosol system. 


W Dual use design; with applicator tube for steroid-responsive dermatoses 
of the scalp, without applicator tube for treating dermatoses on other areas of the body. 


@ Delivers effective fluorinated steroid medication directly to the site of inflammation. 


B Cosmetically superior...won't coat, muss or mat the hair. 
W Designed to deliver more treatments per gram than other aerosol sprays. 


Aeroseb-D (dexamethasone) topical aerosol spray 
15 Gm.* 


dexamethasone.... atip ta GIRO 
alcohol (41.996 by weight)................. eese met tiu 
with: isopropyl myristate and pri pellant (dichlorotetratluoroethane) 
Each 1 second of spray disperses approximately 0.023 mg. of dexamethasone 
“Sample size on y — not available for sale 

INDICATIONS For relief of the inflammatory manifestations of corticosteroid- 
responsive dermatose 
CONTRAINDICATIONS Topica! steroids are 


the skin suct 


Description: Each aerosol contains 90 Gm 


10 mg 


contraindicated in viral diseases of 
as Varicella ana vaccinia 
Topical steroids are contraindicated in those patients with a history of 
hypersensitivity to any of the components of the preparation 

[his prepara'ion is not for ophthalmic use 
* Topical stero:ds should not be used when circulation is markedly impaired 


WARNINGS USAGE IN PREGNANCY: Although topical steroids have not been 
idve ffect on the fetus, the safety of their use in pregnant 


females has nol absolutely been established. Therefore, they should not be used 


37.7 Gm 


extensively on pregnant patients, or in large amounts, or tor prolonged period 

of time 

PRECAUTIONS It irritation develops, the product should be discontinued and 
appropriate therapy instituted 

In the presence of an infection, the use of appropriate antifungal or antibacterial 
gents should be instituted. If a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infection has been adequately 
controlled 

If extensive areas are treated or if the occlusive technique is used, the possibility 
exists of increased systemic absorption of the corticosteroid and suita! 
precautions should be taken 

When used about the face, the eyes should be covered and inhalation of the spray 
should be avoided 

This medication contains alcohol. It may produce irritation or burning 
open lesions 

ADVERSE REACTIONS The following local adverse reactions have been reported 
with topical corticosteroids, either with or without occlusive dressings: burning 
sensations, itching, irritation, dryness, folliculitis, secondary infection, skin atrophy, 
striae, hypertrichosis, acneform eruption and hypopigmentation 


G. S. Herbert Laboratories Irvine, California 92664, U.S.A. 
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Review Article 


Hemangioma-Thrombocytopenia Syndrome 


A Disseninated Intravascular Coagulopathy 


Pearon G. Lang, MD, Howard V. Dubin, MD 


A patient who had multiple heman- 
giomas and for whom results of coag- 
ulation studies were consistent with the 
hemaneiom=thrombecytopenia (Kasa- 
bach-Merritt syndrome and a micro- 
angiopathic hemolytic process was 
asymptomatic prior te surgical removal of 
a lipoma. Postoperatively, she developed 
bleeding secondary to a disseminated in- 
travascular coagulopathy. Her bleeding 
was controlied by anticoagulation ther- 
apy. A review of the literature provides 
evidence seggesting that the heman- 
gioma-thrommocytopenia syndrome is 
due to a diss=minated intravascular coag- 
ulopathy initzated within the hemangioma. 
Surgical trauma may precipitate exacer- 
bations of the coagulopathy in these pa- 
tients and al unnecessary surgical proce- 
dures should be avoided. 


D 1940, Easabach and Merritt' de- 
scribed a 2-month-old infant who 
developed petechiae and a prolonged 
clotting time following a biopsy of a 
hemangioma of the leg. Irradiation of 
the angiora led to a reduction in its 
size and a resolution of the throm- 
bocytopeni- and disturbance in clot- 
ting. Since that tme, several cases 
of the xemangioma-thrombocytopenia 
(Kasabach-Merritt: syndrome have 
been descr*bed. We would like to add 
another case and review the current 


Accepted for publication July 30, 1974. 

From the Jniversity of Michigan Medical 
Center, Ann Arbor, Mich. Dr. Lang is now in pri- 
vate praetice in Columbia, SC. 

Reprint recuests to Jniversity of Michigan 
Medical Center, Ann Arbor, MI 48104 (Dr. Du- 
bin). 
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theories of pathogenesis that have led 
to a rational approach to therapy. 


REPORT OF A CASE 


A 54 year-old woman was admitted in 
July 1978 to the University of Michigan 
Medical Center for evaluation of an en- 
larging mass of the right scapular area. At 
birth, hemangiomas were present over the 
left hip and thigh. Early in childhood, her 
left leg was noted to be larger than her 
right leg, and since that time she kept it 
wrapped with elastic bandages. When the 
patient was 6 years old, the hemangioma 
on the left hip was traumatized and bled, 
but no transfusions were required. When 
she was 11 years old, the superficial heman- 
gioma over the left hip was treated with 
radium, with some resolution. At the same 
time, a deeper hemangioma from the same 
area was surgically removed without inci- 
dent. 

From the time of early adulthood, the 
patient has bled for four to five days fol- 
lowing minor trauma. At the age of 29, fol- 
lowing the removal of several small nevi, 
she bled persistently and was hospitalized 
for 21 days. Transfusions were not given. 
She delivered two normal children without 
any complications; at the age of 40, follow- 
ing a dilatation and curettage, she bled 
persistently, necessitating administration 
of 5 units of blood. At age 45, numerous 
verrucous hemangiomas appeared on the 
toes of the left foot. Minor traumas would 
cause these to ulcerate and bleed. Her only 
medications at the time of admission were 
a conjugated estrogen (Premarin), 1.25 
mg/day, and chlorothiazide, 500 mg/day. 
The review of systems showed no abnor- 
malities, except for some mild hyperten- 
sion. There was no family history of bleed- 


ing disorders. 

On physical examination, her blood pres- 
sure was 170/100 mm Hg. Over the right 
scapular area, there was a deep, soft, mo- 
bile mass the size of s grapefruit. No 
bruits were audible over this mass. The 
left leg was larger in circumference than 
the right, and there were multiple small 
hemangiomas and varicosities on this ex- 
tremity (Fig 1). Over the toes of the left 
foot there were multipe ulcerated ver- 
rucous hemangiomas (Fig 2). Over the up- 
per part of the left thigh and hip there was 
an old irradiation-scarrec hemangioma. 

Initial laboratory studies showed normal 
results, except for proteinuria (1.8 gm per 
24 hours), with 8 to 12 red blood cells per 
high power field and 0 to 4 white blood cells 
per high power field. Results of urine cul- 
ture studies, the blood urea nitrogen value, 
and 24-hour creatinine ciearance were all 
normal. An intravenous pyelogram showed 
phleboliths within a large hemangioma in 
the lower part of the abdomen. The plate- 
let count was 167,000/ea mm; and pro- 
thrombin time, clot retraction, and bleed- 
ing time were normal (Table) The 
Rumpel-Leede test was positive. The par- 
tial thromboplastin time was at the upper 
limit of normal, and the euglobulin clot 
lysis time was 40% at two hours. The fi- 
brinogen level was 105 mz/100 ml, and as- 
says for fibrin split products were negative 
on one occasion and weakly positive on an- 
other. Factor VIII levels were 25% of nor- 
mal and factor V levels, 35% of normal. A 
blood smear showed schistocytes and burr 
cells. The reticulocyte count was 1.2%, with 
a hematocrit value of 41% and a white 
blood cell count of 4,800/cu mm. 

The mass over the right scapula was 
thought to be a lipoma, and it was removed 
surgically. The surgical procedure was well 
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Fig 1.—Asymmetry of legs present since early childhood. 


tolerated without any complications, and 
the mass proved to be £ lipoma. Postopera- 
tively, the patient continued to bleed from 
her wound, with a slow fall in the hemato- 
erit value. Two days postoperatively, she 
received 2 units of fresh frozen plasma, 
but without much benefit. On the third 
postoperative day, fever developed and 
wound infection was suspected. Clindamy- 
cin therapy was started. However, blood 
specimens and a wound aspirate specimen 
obtained prior to initiation of clindamycin 
therapy were sterile on culture studies. On 
the fifth postoperative day she began to 
bleed profusely from her operative site, 
with a fall in her hematocrit value to 26%. 
She was given 2 units of blood. Repeat 
clotting studies at this time showed a pro- 
thrombin time of 45% of normal; fibrino- 
gen, 78 mg/100 ml; platelet count, 
150,000/cu mm and a euglobulin lysis time 
of 100% at one hour. Intravenous heparin 
sodium therapy was begun with main- 
tenance of her thrombin clotting time at 
2% times the control. The dosage of hepa- 
rin varied between 6,000 and 8,000 units 
every four hours. During the next three 
days, she received 1 unit of blood, 5 units 
of fresh frozen plasma, and 1 unit of 
eryoprecipitate. She was slow to respond; 
therefore, on the ninth postsurgical day, 
treatment with dipyridamole, 25 mg twice 
a day, and aspirin, 900 mg/day, was 
started. By the 12th day, the bleeding had 
stopped. On the 17th postoperative day, as- 
pirin and dipyridamole therapy were dis- 
eontinued, but the heparin therapy was 
continued. At this time, the platelet count 
was 355,000/cu mm, prothrombin time was 
6576 of normal, euglobulin lysis time was 
30% at two hours, and the fibrinogen value 
was 155 mg/100 ml. She continued to im- 
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Fig 2.—Eroded hemangiomas on toes. 


Results of Blood Coagulation Studies Before and After Surgery 


Preoperative 


Bleeding present No* 


Platelets, No. per cu mm 
Fibrinogen, mg/100 ml 105 
Presence of fibrin split products 1:5 
Prothrombin time, % control 100 
Euglobin clot lysis time, 9^ 
Hematocrit value, % 41 





167,000 


40 (2 hr) 


Time 


After Anti- 
coagulation 
Postoperative Therapy 


Yes No 
150,000 355,000 
78 155 
Normalt Not done 
46 63 

100 (1 hr) 30 (2 hr) 
26 36 


* Except with surgical trauma (see "Report of Cases’’). 


t Results of assay were within normal limits. 


prove, and on the 22nd postoperative day 
she was discharged on a regimen of subcu- 
taneous heparin injections of 7,000 units 
every 12 hours. 


COMMENT 


The exact incidence of the heman- 
gioma-thrombocytopenia syndrome is 
not known, but Wilson and Haggard,’ 
in reviewing their experiences during 
a 13-year span, found only two exam- 
ples out of a total of 310 patients with 
hemangiomas. 

The hemangiomas may be single or 
multiple and may or may not involve 
the skin. They are usually benign, but 
may be malignant. The syndrome is 
most commonly seen in infants but 
can occur in adults. The majority of 
patients have purpura. The mortality 
may be as high as 30%, with most 
deaths being secondary to bleeding 
complications.’ 


Repeated episodes of bleeding have 
been described,’ and although these 
may be spontaneous, it is not uncem- 
mon for bleeding to be precipitated 
by surgery, directed either at the 
hemangioma or elsewhere.** In the 
latter case, results of preoperative 
clotting studies may be normal.** 

Cases of microangiopathic hemolyt- 
ie anemia have also been described in 
association with some cases of the 
hemangioma-thrombocytopenia syn- 
drome.**:!° 

Since the report of the first case of 
this syndrome, there has been an evo- 
lution in terms of understanding its 
pathogenesis and thus in establishing 
a rationale for its treatment. 

Early investigators thought that 
the cause of bleeding was secondary 
to consumption of platelets and other 
clotting factors by the heman- 
giomas.^5! 
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However, in 196. Blix and Knut" 
suggested tnat the bleeding was due 
to a dissemmated intravascular coag- 
ulopathy ard successfully treated a 
patient by anticoazulation therapy. 
Since then, several mvestigators have 
reaffirmed tnis belief’:*:'* and success- 
fully treated thea patients with 
heparin.” nceman and Yucel’ have 
suggesied that asymptomatic pa- 
tients may lave a eonsumption coag- 
ulopathy confined to the heman- 
gioma, and that if -his worsens, they 
may then develop a true disseminated 
intravasculzr coagu opathy with bleed- 
ing. 

Thus, what once was thought to be 
a simpie cogsumption of clotting fac- 
tors has proven to be a much more 
complieated mechanism-disseminated 
intravascular coagulopathy. 

There ha-e been several recent re- 
views en the subject of disseminated 
intravascular coagulopathy (DIC), 
and we weuld reer the reader to 
these since an ex-ensive review of 
DIC is beyend the scope of this dis- 
cussion. 


1. Kasabach 1H, Merrit KK: Capillary heman- 
gioma with exsensive purpura. Am J Dis Child 
59:1063-1970, 1:40. 

2. Wilson CJ Haggarc ME: Giant vascular tu- 
mors and thr»mbocytoeenia. Arch Dermatol 
81:128-138, 1963. 

3. Sutherlan- DA, Claske H: Hemangioma as- 
sociated with thromboeytopenia. Am J Med 
33:150-157, 1962. 

4. Frost JF, Caplan EM: Cutaneous heman- 
giomas and disappearing bones. Arch Dermatol 
92:501-508, 1966. 

5. Waeksmaz SJ, Flesza HC, Glueck HI, et al: 
Coagulation de^ects and ziant cavernous heman- 
gioma, Am J Bis Child 11:71-74, 1966. 

6. Gelen E, Famot B, S«eba C: Multiple heman- 
giomata associated with thrombocytopenia: Re- 
marks on the pathogenesis of thrombocytopenia 
in this szndrorse. Blood 4:74-79, 1959. 

7. Kelly GL: Heparin therapy for bleeding as- 
sociated with kemangioma. Surgery 65:894-897, 
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Intravenous heparin therapy is the 
treatment of choice for DIC.'*"?A 
good response has been reported 
using 100 units/kg every four hours." 
Replacement of coagulation factors 
usually is not necessary.'*'^ Inhibitors 
of platelet function are of question- 
able value." Contrary to findings of 
earlier reports,? treatment with 
coumarin derivatives appears to be 
ineffective." A response to therapy 
may not be seen before a week has 
elapsed," and the platelet count may 
not correlate with improvement.'^ 

In view of the above information, 
we believe that our case represents an 
example of a compensated or localized 
DIC state secondary to hemangioma- 
tosis. As has been described previ- 
ously, surgery — probably via thrombo- 
plastin—upsets the delicate balance 
leading to a generalized, acute DIC. 
Although infection could have played 
& role, the culture studies showed no 
evidence for this. The slow response 
to heparin therapy is also not incom- 
patible with this diagnosis." Our pa- 
tient had schistocytes and burr cells 
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We also suggest that unnecessary 
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giomas. Should surgery be indicated, 
a history of prior bleeding episodes 
should be ruled out and an evaluation 
for clotting abnormalities including 
DIC should be performed. If postop- 
erative bleeding occurs and if there is 
evidence for DIC, then heparin ther- 
apy should be initiated. 
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THE AMERICAN ACADEMY OF FACIAL PLASTIC 
AND RECONSTRUCTIVE SURGERY 


presents its 


SECOND INTERNATIONAL SYMPOSIUM ON PLASTIC AND 
RECONSTRUCTIVE SURGERY OF THE HEAD AND NECK 


JUNE 8-13, 1975, CHICAGO 


The program will present many of the world's foremost specialists in facial plastic and reconstructive surgery. 


Through panel discussions, courses and other curriculum media, these distinguished surgeons and physicians will share their 
knowledge, skills and experience in plastic and reconstructive surgery of ... the nose ... oral cavity, tongue and jaws ... 
pharynx, larynx, esophagus and trachea . . . face . . . auricle... eyelid. 


Instructional courses will include: 

Rhinoplasty * Septorhinoplasty + Nasal Reconstruction * Corrective Rhinoplasty * Septal Reconstruction + Rhinomanametry 
e Nasal Grafts and Implants * Tip Rhinoplasty * Rhytidoplasty * Blepharoplasty * Adjunctive Procedures in Rhytidcolasty 
e Laryngotracheal Reconstruction * Oral Cavity Reconstruction * Esthetic Repair of Facial Defects e Head and Neck 
Reconstruction * Flaps and Grafts * Scar Camouflage * Z-Plasty Principles * Otoplasty Techniques * Mandibular Recomstruc- 
tion * Mandibular Fractures * Maxillary Fractures * Facial Chemosurgery * Augmentation Mentoplasty * Revision Rhino- 
plasty * Hair Transplants * Photography in Plastic Surgery * Medicolegal Aspects of Plastic Surgery * Intra-Oral Recon- 
struction * Composite Grafts 


For information and registration write: 


George A. Sisson, M. D., General Chairman 
Second International Symposium 

303 East Chicago Ave. 

Chicago, Illinois 60611 
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After Vanseb. A fier 3 shampooings with 
Vanseb, another micrograph of the same hair 
shows that damage has been greatly repaired. 


Look closely before 
you recommend another 
dandruff shampoo. 


The only cifference between the photo on silky. To you, it means a therapy that works 
the lett and the photo on the right is a dandruff because your patient will follow it. Even if 


Before Vanseb.scanninc electron micro- 


graph (1000) shows common hair damage. 








shampoo Vanseb? 

Vans2b is the first antisebor- 
rheic sharmpoo taat actually repairs 
your pati*nt's damaged hair while 
it contro s dandruff. It works on 
the frizzi»s as well as the flakes. 

Wha- makes Vanseb unique is 
protein. ests prove that protein 
reduces s»lit encs, thickens the hair 
and increases tensile strength. 

10 your patient, this means 
hair that’s manageable, soft and 


G. S. Herbert L boratorie- Irvine, California 92664 U.S.A. H 





frequent shampooing is necessary. 
For cases requiring a tar sham- 


poo, we make Vanseb*-T, also with 


protein. 

Everybody says their tar sham- 
poo is cosmetically elegant. Vanseb-T 
really is. It doesn’t look or smell 
like a tar shampoo. It produces 
abundant lather. And it leaves hair 
lustrous and easy to comb. 

Vanseb and Vanseb-T. To help 
the hair as wel! as the scalp. 


We fix more than Dandruff. 
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Postgraduate Work 
can be Beautiful 


AMA Clinical Convention/Honolulu, Hawaii 
November 30-December 5, 1975 


The trouble with most conventions is you never have enough 
time —or enough energy left at the end of the day—to really enjoy 
your surroundings. 

Not so with this convention. The program, while one of the 
most intensive ever offered, has been carefully arranged to give 
you a long, refreshing break in the afternoons. 


Your main working hours are between 7:15 a.m. and Noon 
The emphasis is on continuing medical education. Among the 29 
postgraduate courses offered: ''Birth Defects and Clinical Moni- 
toring,” ‘Practical Endocrinology," ‘“‘Normal and Abnormal 
Uterine Bleeding," "Infectious Diseases in Children," ‘Peripheral 
Vascular Disease," “‘Hyperlipidemia.’’ Also on the agenda are 
general sessions on Weight Control, Alcoholism, Human Sexual- 
ity and some fascinating topics indigenous to Hawaii. 


After Noon, Hawaii is yours to explore without feeling you're 
missing something really important. 
The special activities list for the Woman's Auxiliary is growing 
longer and longer. Also, there are several optional sightseeing 
tours and events. Time is yours to discover all the reasons why 
Hawaii is often called Paradise Found. 


The AMA will make arrangements for all your air, travel and 
hotel needs. 

Pre- and Post-Convention Tours. 

You have a marvelous selection! The neighboring Hawaiian 
Islands . . . the Orient... the South Pacific . . . even a 31 day trip 
around the world. At least one will fit into your time schedule. 


Flight arrangements to Hauaii. 

The AMA Control Center will help you take advantage of the 
lowest airfares possible. There is no service charge . . . not even 
for special arrangements. 


Write or call the AMA Control Center Today! 
Send for a Hawaii '75 booklet. It previews the scientific program 
and should answer many of your questions on the travel portion 


of the Cohvention. For those questions it doesn't answer, do call 
(312) 782-3462. There is no obligation. 
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SEND ME A FREE HAWAII '75 BOOKLET TODAY! 
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ogy and its National Program for Dermatology 


Frederick A. J. Kingery, M.D. 





John H. Epstein, M.D. 


Three At-Large Members Appointed To American Board of Dermatology 


The American Board of Dermatology has announced the 
appointment of three at-large members to its governing 
Board—increasing the size of the body to 12. 

The certifying body for the specialty of dermatology de- 
cided on a broader representation on the governing Board 
when it met in Cleveland in September. The Board said 
the move was prompted by increased obligations, commit- 
ments and activities. 

In addition, the Board said, the at-large representation 
will provide for better input from the local and state der- 
matological organizations and will enlarge the scope of 
geographic representation. 

The new at-large members are: 

—Harry J. Hurley, M.D., Upper Darby, Pa. Dr. Hurley is 
in private practice and is Chairman of the Advisory Coun- 


Charles P. DeFeo, Jr, M.D., New York, N.Y., Editor; Stephen T. 
Donohue, New York, N.Y., Managing Editor; Editorial Board: Vernal G. 
Cave, M.D., Brooklyn, N.Y.; R. Roy Forsey, M.D., Montreal; Robert E. Kel- 
lum, M.D., Seattle, Wash.; Lawrence A. Norton, M.D., Wellesley Hills, 
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cil to the American Academy of Dermatology’s National 
Program for Dermatology. 

—Frederick A.J. Kingery, M.D., Portland, Ore. Dr. 
Kingery is the immediate Past President of the American 
Academy of Dermatology and the AAD’s former Secre- 
tary-Treasurer. He is in private practice. 

—John H. Epstein, M.D., San Francisco, Calif. Dr. Ep- 
stein is a private practicing dermatologist and Editor of 
the American Medical Association's Archives of Dermatol- 
0g y. 

At the Board's September meeting, J. Graham Smith, 
Jr., M.D., Augusta, Ga., was elected to the Board as a nom- 
inee from the American Dermatological Asseciation—re- 
placing Rees B. Rees, M.D., San Francisco, Calif., whose 
term expired in 1974. 


Mass.; Lawrence C. Parish, M.D., Philadelphia, Pa.; Beverly E. Sanders, 
Jr., M.D., Macon, Ga.; Eugene P. Schoch, Jr., M.D., Austin, Tex.; William 
F. Schorr, M.D., Marshfield, Wisc.; Margaret A. Storkan, M.D., Rodondo 
Beach, Calif. Address the editor at 7 E. 80th St., New York, N.Y. 10021. 


President of the American Board of Dermatology is E. 
Richard Harrell, Jr., M.D., Ann Arbor, Mich. Clarence S. 
Livingood, M.D., Det»oit, Mich., is its Executive Secretary. 
Other members of the ABD's governing body are: Harry 
L. Arnold, M.D., Hoaolulu, Ha.; Robert W. Goltz, M.D., 
Minneapolis, Minn.; John R. Haserick, M.D., Pinehurst, 
N.C.; Alfred W. Kop’, M.D., New York, N.Y.; J. Frederic 
Mullins, M.D., Galveston, Tex.; Richard B. Stoughton, 
M.D., La Jolla, Calif; and Clayton E. Wheeler, Jr., M.D., 
Chapel Hill, N.C. 


Board Statement on Dermatopathology 


In further clarification of actions establishing a special 
competence certification for Diplomates of the American 
Board of Dermatology, the Board has released the follow- 
ing statement: 

The expert evaluatioa of patients with cutaneous diseases, in- 
cluding benign and ma ignant lesions of the skin, depends upon 
the correiation of the gross and microscopic findings by the der- 
matologist. Therefore, :ermatopathology has been and must con- 
tinue to be an essential component of the dermatologist's training 
and is an inherent part of the practice of dermatology. Examina- 
tion in this subject has deen and will continue to be an important, 
integral part of the certification procedure fór recognition as a 
diplomate of the Amercan Board of Dermatology. 

The establishment cf certification of Special Competence in 
Dermatopathology in so way detracts from the recognition ac- 
corded by this Board’s certification in Dermatology. While most 
diplomates regularly and necessarily practice dermatopathology, 
it is not contemplated chat the great majority of diplomates will 
seek certification of special competence. Such certification will be 
appropriate to those physicians who have a special interest in this 
sub-specialty, particulerly those who devote all or a substantial 
part of their practice to the specific field of dermatopathology, 
whether as consultants, in research, or otherwise. 


Dermatologists to Receive Therapy Newsletter 


This month marxs the beginning of a new service 
to practicing dermatologists—distribution of the monthly 
Current News in Dermatology (known as the Schoch Let- 
ter) to members of the American Academy of Dermatol- 
ogy without charge 

Thomas W. Murel, Jr., M.D., Richmond, Va., head of 
the Clinical Practiee Task Force of the AAD’s National 
Program for Dermstology, announced that arrangements 
have been completed for organizational sponsorship of the 
popular newsletter inaugurated by Arthur G. Schoch, 
M.D., Dallas, Tex., some 20 years ago. 

The monthly pubication, which will be supported by ad- 
vertising revenue, will be edited by Harry L. Arnold, 
M.D., Honolulu, Hz 

Dr. Murrell said ne considers Current News in Derma- 
tology a potential “ot line" for the quick dissemination of 
information, opiniens and experiences on practical der- 
matological therapy. He said the newsletter would not 
only report on nev drugs and treatment modalities, but 
will also provide au insight into on-going research of in- 
terest to the pract«cing dermatologist. 


Arch Dermatol/Vol 111, Jan 1975 


Following in the tradition of Dr. Schoch's editorial for- 
mat, the newsletter will be a forum for the reporting of 
practice experiences in treatment of skin diseases. Dr. 
Murrell urged AAD members to contribute appropriate 
information to the new editor. 


Wiley Sams Honored by Peers 


November 19, 1974, was Wiley M. Sams Day in Atlanta, 
Ga. 

The occasion was the annual meeting.of the Section on 
Dermatology of the Southern -Medical Association. The 
Section set aside one day of the scientific program to 
honor Wiley M. Sams, M.D., Miami, Fla., "for his contribu- 
tions to the Southern Medical Association and to the spe- 
cialty of dermatology." 

J. Graham Smith, Jr., M.D., Augusta, Ga., Section Chair- 
man, said it was the first time in history that a day in the 
program has been dedicated to a distinguished dermatolo- 
gist member of the SMA. 

At the conclusion of the day's events, a plaque was pre- 
sented to Dr. Sams. 


Advisory Board Sets up Districts r 


The 84-member Advisory Board to the National Pro- 
gram for Dermatology took steps last month to become a 
more potent force in the affairs of organized dermatology. 

The Board consists of representatives from local, state 
and regional dermatological societies and functions in an 
advisory capacity to the American Academy of Dermatol- 
ogy’s National Program for Dermatology. 

Harry J. Hurley, M.D., Upper Darby, Pa., Chairman of 
the Advisory Board, announced that geographic districts 
have been set up. Local, state and regional societies within 
each district—through a coordinating Society—provided 
nominees for a seat on the Advisory Board’s Executive 
Committee. 

Dr. Hurley said that through a formal structuring of 
representatives, the Advisory Board would be able to 
channel local, state and regional opinions te the National 
Program for Dermatology and to its parent body, the 
American Academy of Dermatology. 


138 Stations Air Sun Message 


The American Academy of Dermatology’s public service 
television announcement on dangers of over-exposure to 
sunlight was aired last year by at least 138 TV stations in 
42 states. 

The filmed announcement was distributed to major tele- 
vision stations with a return postcard—requesting that 
the Academy be informed of its usage. Since, in many 
cases, the cards were not returned, it is projected that the 
total number of stations running the announcement was 
far in excess of the number reporting. 

Expenses for the project were underwritten by a grant 
from G. S. Herbert Laboratories. 
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Some of the most stimulating 
reading you'll do this month 
--the January PRISM! 


PRISM 


Alexander Solzhenitsyn e SOLZHENITSYN ON PRIVATE PRACTICE 


In a stunning chapter from his novel Cancer Ward, 
the great Russian author reveals his true feelings 
about private practice in words that might al- 
most have been spoken by a physician on Main 
Street, U.S.A. 


H. Thomas Ballantine, Jr., M.D.e WHO SHOULD CONTROL THE SCALPEL 
THAT ALTERS THE BRAIN? 


Why is it essential to keep psychosurgery out of 
the political arena? What is really meant by the 
term psychosurgery? Is it immoral to attempt to 
modify human behavior? Are special ethical prob- 
lems involved? Read this in-depth discussion on 
a very controversial issue. 


THIS MONTH: A NEW LOOK FOR PRISM 


With the January issue, in response to many 
requests from our readers, the format of 
PRISM has been re-designed so that it will be 
easier to handle, file, and carry in your brief- 
case. But this change will in no way alter the 
content or reduce the impact of the graphic 
presentation. 


Jesse L. Steinfeld, M.D.e SOLVING PROBLEMS ISN'T ENOUGH 


Why must we learn to think beyond specific 
legislation to solve this country's health prob- 
lems? Why is a "uniquely American national 
health policy" essential? Don't miss this thought- 
provoking PRISM interview with the former 
Surgeon General. 


Issac Asimov, Ph.D. e THE COMING AGE OF AGE 


A fascinating--and reassuring--look ahead to the 
not-too-distant time when oldsters will pre- 
dominate in our population. 
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Society Transactions 


The Society Proceedings are edited by 
Dr. Morris Waisman, 806 First Federal 
Bldg, 220 Madison St, Tampa, FL 33602. 
Transactions and photographs should be 
sent, in duplicate, directly to him. 


NEW YORK ACADEMY OF MEDICINE, 
SECTION ON DERMATOLOGY 


May 7, 1974 
Yelva L. Lynfield, MD, Recorder 


Systemic Lupus Erythematosus. Presented 
by LiNA S. PLANTILLA, MD (by invita- 
tion). 

A 20-year-old South American man pre- 
sented in September 1973 with acute onset 
of diffuse alopecia, weight loss, arthralgia, 
buecal mucosal erosions, and erythematous 
plaques over the butterfly area of the face 
and chest. Laboratory data showed the 
presence of anemia, leukopenia, throm- 
bocytopenia, elevated erythrocyte sedi- 
mentation rate, a 4+ value in the direct 
Coombs test, albuminuria, cylinduria, a 
low serum complement, and 1:40 titer for a 
positive, speckled, antinuclear antibody 
test. A skin biopsy specimen from the face 
was characteristic of lupus erythematosus. 
Direct immunofluorescent staining done on 
involved and uninvolved skin, with anti- 
IgG, before treatment showed a strongly 
positive lumpy-bumpy pattern of fluores- 
cence at the dermoepidermal junction. He 
was treated with 100 mg of prednisone 
daily for five weeks; subsequently, the dose 
was gradually reduced. At present, he is 
asymptomatic; laboratory values are nor- 
mal; and he is on a regimen of 36 mg/day 
of triamcinolone taken for four consecu- 
tive days a week. 

Repeat direct immunofluorescent stain- 
ing, with anti-IgG, of involved and unin- 
volved skin after six months of systemic 
steroid therapy showed a faintly positive 
linear fluorescence at the dermoepidermal 
junction. 


Discussion 


DR. PLANTILLA: This observation of a de- 
crease in direct immunofluorescent stain- 
ing and change in morphologic pattern af- 
ter therapy suggests that this test can be 
utilized to monitor the disease activity or 
course of systemic lupus erythematosus. 
Further cases have to be studied for a 
more definite clinical correlation. 

DR. MARK LICHTENBERG (by invitation): 
At the recent Society of Investigative Der- 
matology meeting, a paper was presented 
showing more cases where the lupus band 
test reverted to negativity after treat- 
ment. This is an excellent method of fol- 
lowing the course of these patients. Do you 
find any difference if the uninvolved skin 
biopsy specimen is taken from sun-exposed 
as opposed to nonexposed areas? 

Dr. Plantilla: Yes, Dr. Gillian presented 
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nine cases in which the patients were 
treated with cyclophosphamide and pred- 
nisone and in which the test reverted to 
negative. There are more positives if you 
take the biopsy specimen from a sun-ex- 
posed area. For the purpose of diagnosis, 
the best area from which to take a biopsy 
specimen is a sun-exposed area; and for 
prognosis, the best place to take a biopsy 
specimen is a sun-protected area. 


Disseminated Mucocutaneous Herpes Sim- 
plex 2: Presented by Louis LoPYAN, MD 
(by invitation). 

A 21-year-old black woman with glomer- 
ulonephritis developed disseminated, and 
ultimately fatal herpes simplex (HS) type 
2 (2) while receiving immunosuppressive 
therapy consisting of 10 mg of prednisone 
and 100 mg of azathioprine daily. 

She had a three-week history of fever, 
malaise, and generalized skin lesions. On 
physical examination, her temperature 
was 102.4 F (39.1 C); the mouth showed a 
few 1-cm wide erosions on the soft palate 
and crusted lesions on the lips; the skin had 
extensive, grouped vesicles on an erythe- 
matous base and necrotic erosions; and the 
vulva showed tender erosions, with a puru- 
lent exudate extending to the perianal 
area, accompanied by a profuse, foul- 
smelling vaginal discharge. 

Treatment with cytarabine was ruled 
out because of severe leukopenia. Despite 
fluid and electrolyte maintenance and sys- 
temic antibiotic therapy, the patient died 
on the third hospital day. 

Culture studies of scrapings from skin 
(face, arm and thigh) and vulvar lesions 
using human embryonic kidney cell cul- 
tures was positive for viruses within 24 
hours, exhibiting extensive ballooning de- 
generation of nuclei, analogous to the viral 
balloon giant cells seen in vivo. Dr. Marilyn 
Menegus, Chief of our Virology Labora- 
tory, made the diagnosis of HS 2 based on 
the morphologic changes in the tissue cells; 
ie, HS 2 shows much more severe balloon- 
ing degeneration in culture than does HS 
1. The typing of our viral isolate was sub- 
stantiated by results of fluorescent anti- 
body studies. 


Discussion 


Dr. LoPYAN: We are presenting this 
case, which is the first case of fatal dis- 
seminated HS 2 in an adult demonstrated 
by culture studies, for the following rea- 
sons: (1) to illustrate a rapid, routine tech- 
nique that diffentiates HS 1 from HS 2 in 
tissue culture, namely the use of human 
embryonic kidney cells, and (2) to stress 
the importance of typing disseminated HS 
cases in order to clarify differences in epi- 
demiology and clinical expression of the 
two strains. In an extensive review of the 
literature, we have found no other cases of 
disseminated HS 2 in adults demonstrated 
by culture studies. There are a number of 
case reports, with no HS type given, of dis- 
seminated HS in patients receiving immu- 
nosuppressive therapy. In some of these 


reports, the HS type can be surmised only 
from the clinical history; but in others, as 
in our case, the patient had both oral and 
anogenital lesions; therefore the clinical 
impression alone in these cases can not 
yield a definitive diagnosis of the HS type. 

It is our contention that HS typing 
should be performed in all future cases of 
disseminated HS (1) to discover possible 
differences between HS 1 and 2 in viru- 
lence, clinical expression, and prognosis, 
and (2) for epidemiologic reasons. There 
has been a great increase in HS 2, espe- 
cially in lower socio-economic populations, 
as evidenced by statistics of our Vulva 
Clinic. We would, therefore, expect to see 
an increased incidence of disseminated HS 
2 in the future. 

Dr. JAMES FIELDS: What advantage does 
your cultural method have over the immu- 
nofluorescent method for differentiating 
herpes simplex type 1 and 2? 

DR. LoPYAN: It is cheaper and the results 
can be seen with an ordinary light micro- 
scope. The fluorescent antibody technique 
requires fluorescent-labelled antibody and 
a fluorescent microscope, which are not so 
widely available. 

Dr. SHEPPS: How consistent are the 
changes that you see in tissue culture with 
herpes simplex type 1 and 2? 

Dr. LoPYAN: Very consistent. Our Vi- 
rology Laboratory has typed about 150 
cases; approximately half were type 1 and 
half were type 2, and the differences are 
obvious. In addition, Dr. Nahmais has sub- 
stantiated our findings in five or six cases. 

DR. PEREIRA (by invitation): In your 
clinie, do you use photodynamic inactiva- 
tion of virus? 

Dr. LoPYAN: We are doing a study in 
which we perform culture studies of the 
virus from the patient, and then we treat 
with neutral red and do culture studies 24 
hours later. Invariably, when the culture 
has been positive originally, it is positive 
24 hours after treatment with neutral red. 
However, this can be explained by saying 
that, possibly, some of the virus particles 
were encapsulated at the initial treatment 
with neutral red and, therefore, were not 
susceptible to neutral red; so you have to 
re-treat after 8 hours and 36 hours. 


HOUSTON DERMATOLOGICAL SOCIETY 
Selected Case Presentations, 1972-1973 
Samuel F. Bean, MD, Recorder 


Margaret Waisman, MD, 
Recorder 


Assistant 


Incontinentia Pigmenti. Presented by Don- 

ALD W. Owens, MD. 

An infant girl was the mother’s first 
child. The mother had had no important 
medical illnesses. On the second day of life, 
the infant began having generalized sei- 
zures that subsided after treatment with 
diphenylhydantoin and phenobarbital. A 
lumbar puncture showed normal findings. 
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The electreencephalogram was abnormal 
showing ep:sodic build-ugs of seizure activ- 
ity in the sight central region. 

When tae patient wzs born, she had 
“spots” that were suggestive of erythema 
toxicum on the right hand and right arm. 
While stil hospitalized, she began to de- 
velop addtional skin lesions. Examination 
showed a linear vesicular eruption limited 
to the extremities. A skn biopsy specimen 
showed the changes of the acute phase of 
incontineatia pigment. with spongiosis 
and eosmophilic infiltration. The x-ray 
films of tae chest-and leng bones were nor- 
mal. Herves complemeat fixation titer was 
negative The complese blood cell count 
was normal, except for 9% eosinophils. 


Incontinentia Pigment, First stage. Pre- 

sented by Fred F. €astrow II, MD. 

A one-month-old bor had a linear area of 
eryther:a on the posterior part of the left 
leg at birth. Four days after birth, the pa- 
tient d-veloped smal vesicles in the area 
of erythema (Fig L. The vesicles have 
waxed and waned siace their onset. There 
are nc other abnormal physical findings 
and nc family histor- of a similar problem. 
The patient's mother has had eczema in 
the past. A biepsy s»ecimen of the vesicu- 
lar le-ions showed hyperkeratosis, acan- 
thosis and spongiasic vesicles filled with 





=ig 2.—Photemicrograph of inconti- 
nentia pigmenti shows vesicles containing 
eesinophits anc perivascular eosinophilic 
irtiltrate. 


Fig 1.—Linear vesicular eruption of in- 
continentia picmenti. 





eosinophils. There were also eosinophils 
around the small blood vessels in the upper 
dermis and irregular keratinization (Fig 
2). 


Discussion 


Dr. OWENS: Incontinentia pigmenti is 
thought to be an x-linked disorder with 
great penetrance in female patients and 
intrauterine lethality in male patients. It 
explains why most cases (95%) occur in 
females. This hereditary pattern makes 
unlikely the suggested relationship with 
herpes simplex and makes me think that 
relationship is just a fortuitous one (Pe- 
diatrics 29:295, 1962). 

The cutaneous findings are sufficiently 
distinctive so that the diagnosis may be es- 
tablished simply by inspection of the skin; 
this allows immediate understanding of 
the patient’s systemic symptoms. In more 
than half of the reported cases, the pa- 
tients have had organ involvement other 
than the skin, with developmental defects 
of the eye, teeth, skeletal system, and the 
central nervous system. 

Dr. Castrow, II: The majority of the 
cases of the disease that have been pre- 
sented in the past have occurred in fe- 
males, and every discussant has considered 
that the disorder is lethal for the males. 
Those male patients that have survived 
have been said to survive because of the 
miracles of modern medicine. This patient 
is an apparently healthy and normal boy 
and has only the first stages of inconti- 
nentia pigmenti. He may develop other de- 
velopmental anomalies, but I do not believe 
that this particular case fits in with the 
concept of lethality of the dominant sex- 
linked inheritance. A good recent review is 
the article by Carney and Carney (Arch 
Dermatol 102:157, 1970). 


Necrotizing Vasculitis. Presented by S. F. 

Bean, MD. 

A 60-year-old black man was seen ini- 
tially with a six-week history of swelling 
of the left periorbital area and lesions on 
the back, chest, and face. He had swelling 
of the left periorbital area and scattered 
red, scaling, excoriated, necrotic plaques 
on the back and chest. Also present were 
multiple, indurated subcutaneous nodules. 
The patient was seen by an internist, and 
extensive studies revealed only the skin 
lesions and mild parkinsonism. Multiple 
biopsy specimens were obtained, including 
an excisional specimen of a nodule, and all 
were compatible with leukocytoclastic an- 
giitis. Treatment was started with 60 
mg/day of prednisone, which immediately 
improved his condition. At present, he is 
taking 15 mg of prednisone daily. 


Discussion 


MARVIN E. CHERNOSKY, MD: From the 
clinical viewpoint, this patient would ap- 
pear to have multiple lesions of discoid 
lupus erythematosus together with lesions 
of lupus erythematosus profundus. Some 
lesions are compatible with tertiary nodu- 


lar-ulcerative syphilis as well as with a 
number of specific cutaneous granulomas. 
But repeated biopsies and immunofluores- 
cent studies as well as other laboratory 
studies failed to confirm such clinical diag- 
noses. The histological findings of a dermal 
capillary and arteriolar vasculitis mani- 
fested by necrotic vascular walls, nuclear 
dust, and a perivascular cellular infiltrate 
come as a surprise to me. The clinical find- 
ings of such cases of leukocytoclastic angii- 
tis are multiform in nature; and unfortu- 
nately, such a constellation of clinical and 
histological findings is not very helpful in 
establishing a cause or a prognosis. 

Dr. CasrROow: Drs. Winkelmann and 
Ditto have published an excellent article on 
this disease (Medicine 43:59, 1964). 

JOHN E. WoLr, MD: The _ Leuko- 
cytoclastic angiitis in association with the 
clinical findings of chronic papules, nod- 
ules, and ulcerations fits the classic de- 
scription of maladie de trisymptome, or 
the Gougerot-Ruiter syndrome. I have 
seen two such cases in London; there the 
condition is classified on a purely histo- 
pathologic basis and is called leuko- 
cytoclastic angiitis. 


Lymphocytoma or Palpable Migratory Arci- 
form Erythema. Presented by the Depart- 
ment Dermatology, Baylor College of 
Medicine. 

The patient is a 54-year-old man. For the 
past 12 years, he has had recurrent crops 
of erythematous papules, some with a blu- 
ish or violaceous tinge, and nodules. The le- 
sions erupt on his face, trunk, and proxi- 
mal part of the upper extremities. They 
often seem to migrate, and they appear 
and regress in crops during a two- to four- 
week cycle. The patient denies having pru- 
ritus or using exacerbating agents, al- 
though he is frequently in the sun and has 
never noted lesions in sun-shielded areas. 
He is in good health and takes no medica- 
tions; results of laboratory studies are 
normal. He is free of lymphadenopathy or 
organomegaly. Hematology consultation 
confirmed that he dees not have leukemia. 


Chronic Lymphocytic Leukemia: Skin Infil- 
tration vs Leukemid Reaction. Presented 
by the Department of Dermatology, 
Baylor College of Medicine. 

A 51-year-old man, who was being ex- 
amined for pain in the lower part of the 
back was noted to have a white blood cell 
count (WBC) of 61,200, with 86% lympho- 
cytes. Subsequent hematologic evaluation 
at the Houston Veterans Administration 
Hospital disclosed lymphadenopathy. A 
bone marrow examination confirmed the 
diagnosis of chronic lymphocytic leukemia. 
Treatment with chlorambucil was begun in 
August 1973, when his WBC was 71,000. By 
October 1973, while the patient was taking 
6 mg of chlorambucil daily his WBC had 
fallen to 45,000. Three months ago, he 
developed scattered, somewhat pruritic 
erythematous papules (color varied from 
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tannish-pink to violaceous) and nodules on 
his trunk and proximal part of the ex- 
tremities. 


Discussion 


JOHN M. Knox, MD: The biopsy speci- 
men from the first patient with the clinical 
and pathologic diagnosis of lymphocytoma 
cutis shows a normal epidermis and nodu- 
lar, randomly distributed masses of lym- 
phocytes in the dermis. No vascular 
changes are evident. Masses of relatively 
normal appearing lymphocytes extends 
deep into the dermis. Some nuclei are hy- 
perchromatic. In the second case, leukemia 
cutis, the epicermis is involved. There are 
focal areas of liquefaction degeneration in 
the basal cel layer and some micro- 
abscesses of the Pautrier type are present. 
Sometimes skin biopsy findings are mis- 
leading, and the dermatologist must rely 
on his clinical judgment. The histological 
findings in these two apparently dissimilar 
cases were remarkably similar. 

HERMAN J. ScHULTZ, MD: Leukemia pa- 
tients seldom have specific leukemic infil- 
trates in the skin. More often, their cuta- 
neous complaints are nonspecific, including 
pruritus, urticaria, bite-like lesions, her- 
pes zoster, and exfoliative dermatitis. In 
chronic leukemia patients, leukemia cutis 
is seen more often in lymphocytic leuke- 
mia; in acute leukemia patients, this occurs 
more often in myeloblastic and monocytic 
leukemias. The benign lymphocytic infil- 
trations are a confusing group. Patholo- 
gists are often unable to diagnose the 
biopsy specimens as "benign" or "malig- 
nant." In such patients, the clinical pic- 
ture, including the presence or absence of 
systemic involvement, and the eventual 
course become most significant. 

NORMAN Guzick, MD: In the January 
1974 issue of Humen Pathology, Clark et al 
classify benign lymphocytic infiltrates ac- 
cording to where the infiltrate is present 
and whether any mucinous degeneration 
has occurred. In the benign lymphocytic 
infiltration group they propose a new 
name, palpable migratory arciform er- 
ythema, for a condition like that of the 
first patient. 


Solid Edema or Scleredema of Buschke? Pre- 
sented by WILLIAM F. SPILLER, MD, Ra- 
CHEL F. SPILLER, MD. 

A 60-year-old woman had a toothache in 
October 1972 in the right lower second mo- 
lar. The toothache subsided after a root ca- 
nal treatment was attempted but not com- 
pleted. The tooth has not been capped. 
Eight months later, the patient noticed 
swelling of the right cheek. A general 
physical examination by an internist 
showed firm, diffuse, ncnpitting swelling of 
the cheek. She has had a thyroid nodule on 
the right side since 1969 and is taking thy- 
roid, .2 gm daily. There has been no pru- 
ritus, no tenderness, ne pain, and no pro- 
gression of swelling. 

Laboratory studies disclosed elevated al- 
kaline phosphatase leve: of 117 units (nor- 
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mal 30 to 85 units). The fasting blood sugar 
level was 85 mg/100 ml. The anti- 
streptolysin 0 titer was 12 Todd units. 
There has been no response to treatment 
with various antibiotics (V-cillin K, Cleo- 
cin, Erythrocin, and Minocin). 

In the dermis, small blood vessels were 
dilated and degenerative changes were 
present. The deeper dermis was normal. 
Special stains were negative. 


Discussion 


Dr. CHERNOSKY: Although scleredema 
was mentioned as a possibility, I cannot 
accept this diagnosis. This patient has a 
unilateral condition, and there is no in- 
crease in the antistreptolysin O titer to 
suggest a preceding streptococcal infection 
nor any evidence of diabetes. I'd call this 
"solid edema," which is an early form of 
elephantiasis nostras. This is often found 
on the face and is related to chronic infec- 
tion in the area. 

LEONARD MELTZER, MD: The trouble 
started after an endodontist started a root 
canal repair. One of three root canals was 
left open. This patient seems to have 
chronic erysipelas. I suggest that culture 
and sensitivity tests from the root canal be 
performed and appropriate antibiotic ther- 
apy started. 

MANUEL BL00M, MD: This patient has a 
dental sinus as her primary problem. 

Dr. WILLIAM SPILLER: The swelling is 
most likely related to the incompletely re- 
paired tooth, and I have recommended that 
the patient have it extracted. When she 
was first seen by us, one observer thought 
that she had a faint erythema of the in- 
volved cheek in addition to the nonpitting 
edema. It seems unlikely that further anti- 
biotic therapy will reduce the swelling, as 
she has had two weeks or more of treat- 
ment with standard doses of each of the 
antibiotics mentioned in the protocol. A 
biopsy was performed to rule out other 
diagnoses, such as lymphoma. The tissue 
was very hard and felt like gristle on 
biopsy. Perhaps solid edema of the face is 
the most appropriate diagnosis, but I be- 
lieve that whatever we call it, the swelling 
is most likely related to her dental prob- 
lem. The swelling may not completely sub- 
side even after the tooth is extracted. 

FoLLow-UP: The tooth was extracted, 
and two small apical abscesses were found. 
One month later, there was much improve- 
ment. Her cheek was no longer tight and 
firm and the swelling was reduced by at 
least 50%. 


Collagen Degeneration. Presented by JERRY 

H. STEPHENS, MD. 

An 81-year-old woman noted itching 
that was present mostly on her arms in 
the summer of 1978. She had been given 
"blood pressure pills" previously, and sev- 
eral changes of medication produced no 
change. Topically applied medications did 
not relieve the condition. The itching grad- 
ually spread to the back and scalp, and 
the patient noticed peculiar white, bumpy 


areas on the arms, which had not been 
present previously. An examination showed 
thickened, lumpy borders of the forearms 
and arms, with mild eczematous changes 
on the back. 

Multiple biopsy specimens were taken 
and showed extreme actinic degeneration. 
Much of the homogeneous basophilic-stain- 
ing material was arranged in nodules, 
some of which appeared to be separating 
from adjacent similar nodules in a manner 
suggesting colloid degeneration. Only a 
mild perivascular inflammatory infiltrate 
in the upper dermis was present. Some 
small blood vessels were widely dilated. 

The clinical and histopathologic differ- 
ential diagnosis included amyloidosis, lip- 
oid proteinosis, and mucinosis. A variety 
of special staining procedures were per- 
formed, and only advanced elastosis was 
discovered. 


Discussion 


GEORGE W. HETHERINTON, MD: Severe 
actinic degeneration of collagen presents a 
clinical picture that we in the Houston area 
are especially accustomed to seeing, name- 
ly, a yellowish, wrinkled, cobblestone ap- 
pearance on exposed areas, especially the 
face, neck, and arms. These areas are 
smoothly demarcated by a border of in- 
termediate involvement from noninvolved 
areas protected by clothing. The peculiar 
thing in our patient here is a very sharp 
line of demarcation that winds around 
from her arms medially and anteriorly 
across her forearms. The border shows 
highly exaggerated “cobblestones” that 
are soft, yellowish, nonwaxy and up to 9 or 
10 mm in diameter. It almost seems that 
the pathology gave one last giant agonal 
effort before it hit a peculiar sharp line of 
resistance, a sort of locus majoris resist- 
entiae if you will. The margin and areas of 
noninvolvement do not appear to conform 
to any form of protection from sunlight 
that I can imagine. The remainder of the 
patient's exposed skin shows no abnormal- 
ities. She has severe actinic collagenous de- 
generation of bizarre, unexplained config- 
uration. Several people mentioned the 
possibility of pseudoxanthoma elasticum, 
amyloidosis, and lipoid proteinosis; how- 
ever other than that, all of these entities 
are papular and sometimes yellowish, I 
cannot find anything else in common clini- 
cally. Calcium stains would be of interest. 

Dr. CasrROW: Collagenous degeneration 
is a better term than actinic degeneration. 
It is usually a linear papular disease seen 
on the fingers. 

Dr. BEAN: Plaque-type colloid degenera- 
tion is not fibrillar as in this biopsy speci- 
men; it’s more amorphous. I would con- 
sider amyloidosis. 

Dr. STEPHENS: Dr. Seale told me he has 
never seen anything like this before. We 
continued to think that this was some pro- 
tein abnormality until three biopsies plus 
complete medical workup were unreveal- 
ing. The serum protein electrophoresis 
shows a nonspecific change in a-globulin. 
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Provide your patients with 


ROUND THE CLOCK 


Intensive Benzoyl Peroxide Acne Therapy 





Daytime Nighttime 
Lotion Gel 


VANOXIDE-HC EO: 71 


(Hydrocortisone 0.5%. Benzoyl Peroxide 5%, Chlorhydroxyquinoline 0.25%.) : 


Most rapid anc dramatic improvement during enzagel 


initial therapy period ? ACNE GEL 


(10% or 5% Benzoy! Peroxide, 625 Polyoxyethylene Lauryl Ether, 20% Alcoho!.) 


Bactericidal vs. C. acnes 


Maximal Drying and Peeling Antibacterial 


Superior penet-ability into pilosebaceous structures 
Lowest Cost of All Benzoyl Peroxide Gels 


(1) Patient may be transfered to Vanoxide Lotion after initial two week period. 





Remarkable patient acceptance — Outstanding flexibility 


From the Originators of 
Benzoyl Peroxide Acne Therapy. 


'VANOXIDE-HC& BOTIO 3 — DESCRIPTION: Vanoxide-HC® Acne Lotion contains (as dispensed) Hydrocortisone 0.5%, Benzoyl Peroxide 5.0% and Chlorhydroxyquinoline 0.25% 
ncorporated in a water wa fable, vanishing lotion consisting of propylene, glycol, hydroxyethylcellulose, FD&C color, cholesterol-sterol, cetyl alcohol, propylene glycol stearate, poly- 
orbate 20, laneth-10-acetate, propylparaben, decyl oleate, purcelline oil syn., antioxidants, vegetable oil, methylparaben, tetrasodium EDTA, buffers, cyclohexanediamine tetraacetic acid, 
limethy! polysiloxane, silica, and purified water. ACTIONS: Provides keratolytic, peeling and drying action. INDICATIONS: An aid in the treatment of acne anc oily skin. CONTRAINDICA- 
‘IONS: This product is cont-aindicated for use by patients having known hypersensitivity to Hydrocortisone, Benzoy! Peroxide, Chlorhydroxyquinoline or any other component of this prep- 
ration. Topical steroids are contraindicated in viral diseases of the skin, such as varicella and vaccinia. WARNING — USAGE IN PREGNANCY: Although topical steroids have not been 
'eported to have an adverse effect on the fetus, the safety of their use during pregnancy has not been absolutely established. Therefore, they should not be used extensively, or in 
arge amounts, or for prolonged periods of time on pregnant patients. PRECAUTIONS: For external use only. Keep away from eyes. If irritation develops, the product should be discontinued 
ind appropriate therapy ins" tuted. In the presence of an infection, the use of appropriate antifungal or antibacterial agents should be instituted. If a favorable response does not occur 
yromptly, the corticosteroie should be discontinued until the infection has been adequately controlled. If extensive areas are treated, or if the occlusive technique is used. the possi- 
vility exists of increased s-stemic absorption of the corticosteroid and suitable precautions should be taken. Do not add any other medicaments or substances to this lotion unless 
specifically directed by physician to do so. Patients should be observed carefully for possibfé local irritation or sensitization during long-term topical therapy. Apply with caution on 
Teck and/or other sensitive areas. There may be a slight, transitory stinging or burning sensation on initial application which invariably disappears on continued use. Ultravielet and 
cold quartz light should be employed in lesser amounts as this lotion is keratolytic and drying. Harsh, abrasive cleansers should not be used simultaneously with this lotion. Colored 
or dyed garments may be beached by the oxidizing action of Benzoyl Peroxide. Chlorhydroxyquinoline may cause temporary light yellowish skin staining in rare cases, Keep out of the 
reach of children. ADVERSE REACTIONS: The following local adverse reactions have been reported with topical corticosteroids: burning sensations, itching, irritation, dryness, folliculitis, 
secondary infection, skin a-ophy striae, hypertrichosis, acneform eruptions, and hypopigmentation. The sensitizing potential of Benzoyl Peroxide and Chlorhydroxyquinoline are low; 
but they can, on occasion, wroduce allergic reaction. Occurrence of excessive redness or peeling indicates that the amount and frequency of application should be reduced. DIRECTIONS: 
Shake well before using. Apoly a small quantity to affected areas with light massaging 1 to 3 times daily in accordance with the physician's directions. (Important! — To the Pharmacist. 
At time of dispensing, add contents cf vialt to the bottle. Shake well and/or stir with a glass rod to insure a uniform dispersion. Place expiration date of three (3) months on bottle 
label.) ¢‘‘Benzie-Pak’ viale contain a mixture of Benzoyl Peroxide 35% and Calcium Phosphate 65%. Net weight of each vial is 3.8 grams. HOW SUPPLIED: Bottles, 25 grams. 
CAUTION: Federal law prol^bits dispensing without prescription. 


*1OBENZAGEL&-S5BENZEZGEL — DESCRIPTION: 10% or 5% Benzoyl peroxide, 6% polyoxyethylene lauryl ether and 40% alcohol in an astringent gel containing colloidal magne: 
sium aluminum silicate, hye roxypropyémethylcellulose, citric acid, fragrance and purified water. ACTION: Provides drying, desquamative and antiseptic activity. INDICATION: An aid in 
the treatment of acre. DOSAGE AND ADMINISTRATION: Wash affected areas prior to application. Apply once or more daily or as directed by physician. CONTRAINDICATIONS: Should not 
be used by patients heving known sensitivity to either Benzoyl peroxide or polyoxyethylene lauryl ether. PRECAUTIONS: For External Use Only. Not for opthalmic use. Keep away from 
eyes and mucosae, Very fa individuals should begin with a single application at bedtime allowing overnight medication. May bleach colored fabrics. Keep this and all other medica. 
tions out of the reach of c ildren. CAUTION: Federal law prohibits dispensing without prescription. HOW SUPPLIED: Plastic tubes, 14⁄2 oz. and 3 oz. 











FROM MERCK SHARP & DOHME... 


A HIGHLY EFFECTIV 
CORTICOSTEROID 
IN AN EXCLUSIVE 
GEL VEHICLE 
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0.1% Late i 


DEXAMETHASONE MSD) IN ESTERGEL 
15-g and 30-g tubes (Isopropyl Myristate Gel’ MSD) 


formulated with 


ESTERGEL 
(Isopropyl Myristate Gel MSD) 


an exclusive emollient gel that 
e softens and soothes 
e retains moisture 
e spreads smoothly and evenly 
e largely disappears when rubbed on the skin 
e sheds water, but easily washes off 
skin with soap and water 
e contains no parabens 
e is anhydrous 
e is lipophilic and hydrophilic 
e is slightly acidic (pH=5-6.5) 
Topical steroids are contraindicated in vaccinia and varicella; in 
herpes simplex; in fungal infections; when tuberculosis of the skin is 


present. Topical steroids are contraindicated in patients with a 
history of hypersensitivity to any of the components of the preparation. 
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DECADER 


(DEXAMETHASONE Mg 
15-g and 30-g tubes ‘cool 
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DECADERM contains 0.1% dexamethasone in ESTERGEL, a 
specially formulated vehicle consisting of gelled isopropyl 
myristate, wool alcohols B.P., refined lanolin alcohol, par- 
affin, anhydrous citric acid, and anhydrous sodium phos- 
phate dibasic. 

Dexamethasone is slightly soluble both in isopropyl myri- 
state (0.23 mg/ml) and in water (0.11 mg/ml) at 37 C. 

This emollient gel vehicle is anhydrous, lipophilic, hydro- 
philic, and moisture-retentive. The base largely disappears 
when rubbed on the skin. 

Contraindications: Vaccinia and varicella, herpes simplex; 
fungal infections; tuberculosis of the skin; history of hyper- 
sensitivity to any of the components. 

Precautions: Not for ophthalmic use. If irritation develops, 
discontinue product and institute appropriate therapy. In 
the presence of infection, institute use of an appropriate 
antifungal or antibacterial agent; if a favorable response 
does not occur promptly, discontinue the corticosteroid 
until the infection has been adequately controlled. 
Treatment of extensive areas or use of the occlusive tech- 
nique increases the possibility of systemic absorption of the 
corticosteroid, and suitable precautions should be taken. 
Generally, occlusive dressings should not be used on weep- 
ing or exudative lesions. If occlusive dressings are used, 


tfnspect lesions between dressings for development of in- 
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fection; if infection develops, discontinue the technique 
and institute appropriate antimicrobial therapy. If the 
occlusive dressing technique is employed, caution should 
be exercised with regard to the use of plastic films which 
are often inflammable and may pose a suffocation hazard 
for children. When large areas of the body are covered with 
an occlusive dressing, thermal homeostasis may be im- 
paired; if elevation of body temperature occurs, discontinue 
use of the occlusive dressing. 

Since safe use in pregnant females has not absolutely been 
established, in pregnant patients, topical steroids should 
not be used extensively, in large amounts, or for prolonged 
periods of time. 

Adverse Reactions: Burning, itching, irritation, dryness, fol- 
liculitis, hypertrichosis, acneform eruptions, and hypopig- 
mentation. More frequently with occlusive dressings than 
without: maceration of the skin, secondary infection, skin 
atrophy, striae, and miliaria. Contact sensitivity to a par- 
ticular dressing or adhesive. 

How Supplied: Topical DECADERM (Dexamethasone, MSD) in 
15-g and 30-g tubes. 

For more detailed information, consult your M G D 
MSD representative or see full prescribing in-  NAERCK 
formation. Merck Sharp & Dohme, Division of HAB 
Merck & Co., Inc., West Point, Pa. 19486 OH 
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SIGNIFICANT PEELING AND DRYING 
EFFECTIVE FATTY ACID REDUCTION 


The big new 4 oz. PanOxyl tube lets you offer 
your patient greater economy in using this 
effective topical medication. And, when you 
prescribe PanOxyl® 5 and PanOxyl® 10 Acne 
Gels, you can be confident you’re also offer- 
ing your acne patient a topical medication of 
demonstrated efficacy and safety.*  ' 


FATTY ACID REDUCTION ** Clinical evidence 
suggests a high degree of penetrability for 
PanOxyl Acne Gels, producing effective re- 
duction of free fatty acid, deep in the follicular 
orifice, through the release of free oxygen 
which helps eradicate Corynebacterium 
Acnes. 


PEELING AND DRYING Biological studies 
suggest exfoliation is attributed to defatting 
and drying of the stratum corneum resulting 
from increased mitotic rate in response to 
stimulation and the effects of oxidants on the 
disulfide bonds of intercellular bridges.' 


*Independent safety study criteria and results on file at Stiefel 
Research Institute. 
**Clinical reports on file at Stiefel Research Institute. 


1. Vasarinsh, P., Arch. Derm. 98:183-187 (1968) 
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STIEFEL LABORATORIES, INC., Oak Hill, New York 12460 


PanOxy| 5 Gel contains 5% benzoyl peroxide, 
65 polyoxyethylene lauryl ether and 40% ethyl alcohol in a 
gel base formulated with colloidal magnesium aluminum silicate, 
h-droxyprop» methy!cellulose, citric acid, fragrance and purified 
we ter. PanOxyl 10 Gel contains 10% benzoy! peroxide, 6% poly- 
owethylene auryl ether and 40% ethyl alcohol in a gel base 
fe"mulated with colloidal magnesium aluminum silicate, hydroxy- 
penpylmethy-ellulose, citric acid, fragrance and purified water. 


The topical use of PanOxyl 5 and PanOxy! 
lm provides therapeutic contro! of acne through drying and 
d-squamatiwe action, as well as providing antiseptic activity. 


Use as an aid in the treatment of acne. 


Apply 1 or more times daily 
t affected areas. Washing the face with soap and water prior 


to application greatly enhances the efficacy of the medication. 


Patients with a known sensitivity to 
benzoy! peroxide should not employ these medications. 


For external use only. Do not permit products 
to come in contact with the eyes or mucosal membranes. Very 
fair individuals should always be started on a single appli- 
cation at bedtime, allowing the medication to remain on the 
skin overnight. PanOxyl may bleach colored fabrics. 


PanOxyl 5 and PanOxyl 10 are supplied 
in 2.0 oz. and 4 oz. plastic tubes 
PanOxy! 5: 2.0 oz. Tube, Stock No. 23726, 4 oz. Tube, 
Stock No. 2372-8; PanOxyl 10: 2.0 oz. Tube, Steck No. 2373-6, 
4 oz. Tube, Stock No. 2373-8. 


Federal Law prohibits dispensing without a prescrip- 
tion. 








First shampoo with Benzoyl Peroxide 
Py NEW PanOxyl Shampoo 
Adjunctive therapy in acne to provide antiseptic 


cleansing, drying and degreasing of 
hair and scalp with 


less frequent shampooing. 


Now you can prescribe an effective shampoo to 
clean and degrease the oily hair and scalp so often 
associated with acne. Because they're formulated 
with benzoyl peroxide, PanOxyl Shampoo Regular 
and PanOxyl Shampoo Strong are logical adjuncts 
to your benzoyl peroxide acne regimen. Because 
they're prescription. shampoos, you control the 
shampoo therapy to maintain the regimen. 
COMPOSITION: 

PanOxyl Shampoo Regular contains 1.59/, benzoyl 
peroxide, 6°% polyoxyethylene lauryl ether, sodium 
lauryl sulfate, colloidal magnesium aluminum sili- 
cate, hydroxypropylmethylcellulose, citric acid, fra- 
grance, coloring and purified water. 


PanOxyl Shampoo Strong contains 2.59/ benzoyl 





2 minutes. Rinse thoroughly. 
CONTRAINDICATIONS: 

Patients with a known sensitivity to benzoyl per- 
oxide should not employ these medications. 
PRECAUTIONS: 

For external use only. Avoid contact with the eyes. 
May bleach tinted hair and colored fabrics. 
PACKAGE INFORMATION: 

PanOxyl Shampoo Regular and PanOxyl Shampoo 
Strong are supplied in plastic tubes each contain- 
ing 4.0 oz. 
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peroxide, 6% polyoxyethylene lauryl ether, sodium a 
lauryl sulfate, colloidal magnesium aluminum sili- (9 
cate, hydroxypropylmethylcellulose, citric acid, fra- iz i 
grance, coloring and purified water. ‘= 
ACTION AND USES: |" IH = 
PanOxyl Shampoo Regular and PanOxyl Shampoo PE E - $ 9 
Strong are antiseptic cleansing and degreasing ÞE : P ij TE 
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Letters to the Editor 


Porphyria Cutanea Tarda Associated 
With Lymphosarcoma 


To the Editor.-Porphyria cutanea 
tarda (PCT), in its symptomatic form, 
characteristically occurs in the 
middle-aged adult as a photosensitiv- 
ity disease with bullae. Later, hyper- 
pigmented scars oceur primarily on 
sun-expesed areas of the body. There 
is an associated overproduction 
of uroperphyrins and often copro- 
porphyrms in the urine and feces. 
Since the original description of PCT 
by Waldenstróm in 1937, there has 
been extensive research about the 
causes ef this complex disease. It is 
well-documented that alcoholism and 
frank cirrhosis can precede the onset 
of PCT. More recently, PCT has been 
associated with estrogen therapy,’ al- 
tered ion metabolism, hexachloro- 
benzene ingestion,-* and lupus er- 
ythematosus.’ Recently, we have 
observed a case of PCT associated 
with lymphosarcoma and thought 
that it would be werth reporting. 

Report of a Case.—A 63-year-old woman 
was admitted to Albany Medical Center 
Hospita: with a 14-month history of suc- 
cessive crops of bullae on the hands and 
feet. During the several months preceding 
admission, these bullae had spread exten- 
sively te the lower extremities. At the time 
of admission, the patient had not ingested 
alcohol or taken medications, nor had she 
been exposed to toxie substances. She had 
hepatosplenamegaly since 1969. A subse- 
quent Ever biopsy specimen was reported 
as normal. A physica: examination showed 
that there were muttiple bullous lesions, 
erosions, and scars on the hands, arms, 
face, legs, and feet. Mild hypertrichosis of 
the face was present. Abdominal examina- 
tion revealed an enlarged liver and spleen. 
The diagnosis of PCT was confirmed by el- 
evated 24-hour urmary coproporphyrin 
(737g) and uroporphyrin levels (7,560ug). 
Immunoglobulin eleetrophoresis revealed a 
decreased IgG and IgM value but a normal 
IgA level. Although topical therapy, orally 
administered antibiotics, and sodium bi- 
carbonate administration seemed to im- 
prove the patient’s condition, the hemato- 
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crit level continued to decline throughout 
the hospital course. A bone marrow exami- 
nation demonstrated lymphosarcoma. The 
patient was later discharged from the hos- 
pital on a regimen of 60 mg of prednisone 
daily. On a lower dosage of prednisone, re- 
mission of the lymphosarcoma has contin- 
ued. Despite one mild clinical exacerbation 
of the cutaneous lesions following sunlight 
exposure, the PCT likewise has been dor- 
mant. 

Comment.—Apparently our case of 
PCT coincident with lymphosarcoma 
is not the first one associated with 
various forms of neoplasia. Cases of 
PCT have been reported that were as- 
sociated with pulmonary carcinoma, 
several types of leukemia,» malig- 
nant ovarian cysts with metastases, 
and various liver tumors (both benign 
and malignant).'^* 

Kordaé' reported an incidence of 
cirrhosis of 63.9% in patients whose 
cases were preceded by the occur- 
rence of PCT on whom autopsies were 
performed. Furthermore, in this same 
group of patients, the incidence of 
hepatocellular carcinoma was 47.2%. 
Since the incidence of hepatomas is 
higher with cirrhosis anyway, these 
figures would support the impression 
that chronic alcoholic liver disease 
must play some role in many cases of 
PCT. 

In our case, there was no history of 
alcoholism, and the original liver 
biopsy specimen was reported to be 
normal. We believe that the occur- 
rence of both diseases in our patient 
was most probably coincidental. How- 
ever, we are curious about the associ- 
ation of PCT with underlying malig- 
nant neoplasms, and are interested in 
learning whether others have encoun- 
tered similar cases, particularly in pa- 
tients without associated alcoholic 
liver disease. 

SYRUS RAYHANZADEH, MD 
ROBERT G. Suoss, MD 
JOHN Noyes, MD 

Albany, NY 
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Anti-Single Stranded DNA 
Antibodies in Scleroderma 


To the Editor.-In the November 
1972 issue of the ARCHIVES, in their 
article on anti-native DNA antibodies 
in discoid lupus erythematosus (LE), 
Mandel et al reported for the first 
time that, in diseases other than sys- 
temic LE, serum DNA binding activ- 
ity may be elevated. This was im con- 
trast to former publications that 
emphasized the excellent specificity 
of this test for systemie LE. 

With the use of iodine 125-labeled 
single-stranded ealf thymus DNA in 
the ammonium precipitation tech- 
nique of Farr, we have detected 
elevated anti-DNA serum antibodies 
of individuals suffering from system- 
ic scleroderma. The determinations 
were accomplished with high or low 
radioactively labeled DNA alterna- 
tively. In both assays, the difference 
between affected individuals and 
healthy control was marked. By 
means of high radioaetively labeled 
DNA, 23 of 31 patients with sclero- 
derma had values above the 99% se- 
curity limit of the controls; with low 
labeled DNA, 12 of 49 had these val- 
ues. This difference as well as the es- 
sential lower DNA binding of sclero- 
derma compared with systemic LE 
seems to be caused by a decreased 
avidity or concentration of anti-DNA 
antibodies in scleroderma. Although 
the pathogenie importance of the 
anti-DNA antibodies is doubtful in 
regard to the nephritis of sclero- 
derma, these results show a relation- 
ship to systemic LE. 

HANS MEFFERT, MD 
PETER FALCK, PHD 
NIELS SONNICHSEN, MD 
Berlin 
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Pseudofolliculitis Pubis 


To the Editor.—In his recent article 
in the ARCHIVES (109:729, 1974) titled 
"Pseudofolliculitis Diathesis,” Alex- 
ander states that he was "taken 
aback when consulted by a black 
woman for treatment of .. . pseudo- 
folliculitis pubis" secondary to shav- 
ing the pubic area. We were likewise 
somewhat jarred by a recent case of 
pseudofolliculitis pubis in a black man 
who was shaved by his girl friend 
during a sexual encounter. In addi- 
tion, we have also seen a case of 
pseudofollieulitis of the scalp in a 
black man who shaved his scalp. Both 
of these patients responded well to 
watchful neglect, allowing the in- 
volved areas to regrow their normal 
hair. We hope these cases support the 
conclusion of Alexander that "pseudo- 
follieulitis knows no sexual or ana- 
tomical bounds." 

RAYMOND L. Garcia, MD 
San Antonio 


Myokymia 


To the Editor.—We read with great 
interest the case reported by Fine et 
al in the SOCIETY TRANSACTIONS of the 
ARCHIVES (110:141, 1974). They de- 
scribed the patient as having unusu- 
al skin movements of quivering, dim- 
pling, and rippling. We believe that 
it probably represents a typical case 
of myokymia (myo + kyma, Greek, 
meaning wave). This rare neurologic 
entity was first described by Schultze’ 
in 1895. It is characterized by sponta- 
neous, undulating, brief or continual 
contractions of motor units or groups 
of muscle fibers, liking “the move- 
ment of an army of parallel earth- 
worms.'" Most patients are asympto- 
matic or they may feel flickering 
movement of the affected area. Age 
of onset varies, and there is no pre- 
ponderance for either sex. 

While the cause is still unknown, 
the disturbance is most likely distal to 
the anterior horn cell; It is believed 
that the instability of the distal part 
of the peripheral neuronal membrane 
might be the cause, since hydantoins, 
known neuronal membrane stabiliz- 
ers, could abolish clinical myokymia.' 

Myokymia may be benign or it may 
be associated with thyrotoxicosis,’ 
disseminated sclerosis, hypogly- 
cemia, myotonia, hyperhidrosis and 
muscle wasting,’ infectious and other 
metabolic diseases.’ It can be local- 
ized to a part of body, eg, the face, or 
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it can be more generalized. There is 
no diagnostic laboratory abnormality, 
except that electromyography (EMG) 
reveals continuous and prolonged mo- 
tor-unit activity. Recently, the deple- 
tion of glycogen was found in a popu- 
lation of muscle fibers Myokymia 
can be distinguished from fascicula- 
tion by its longer duration and by 
EMG results. 

The course and prognosis depend 
on the associated conditions. The be- 
nign myokymia usually subsides after 
several years. 

SAMUEL W. TONKENS, MD 
TIN YAM ENG, MD 
Milwaukee 
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Epidermoid Cysts or 
Epidermal Inclusion Cysts? 


To the Editor.—A recent issue of 
the ARCHIVES (109:251, 1974) contains 
the description of an epidermoid cyst. 
The article begins with the statement 
that epidermal inclusion cysts are the 
commonest type of epithelial cysts of 
the skin, and later calls the cyst an 
implantation cyst, although there was 
no history of penetrating or even 
blunt trauma. Without considering 
other possibilities, the author sub- 
scribes to the hypothesis that all cu- 
taneous cysts lined with epidermoid 
epithelium are "inclusion" or "im- 
plantation" cysts, even including 
multiple lesions and the familial, ie, 
genetically determined, cysts of 
Gardner syndrome. 

The one modern paper he quotes 
for experimental proof of implanta- 
tion origin (Arch Dermatol 16:431, 
1957) actually deals with a different 
situation; in a series of 28 cases, large 
pieces of hairy skin were buried sub- 
eutaneously and produced hair-bear- 
ing skin cysts. In that report, Epstein 
and Kligman gave, in fact, a balanced 
discussion of various possibilities 
leading to cyst formation and consid- 
ered traumatic cysts as rare tumors. 
The main purpose of their work was 
to investigate the pluripotentiality of 


epidermis and adnexa, and they con- 
cluded that keratinizing cysts proba- 
bly form from any part of the epithe- 
lial system. Concerning traumatic 
cysts, they suggested that perhaps 
any trauma, penetrating or blunt, 
that is sufficient to start epithelial 
proliferation can result im a cyst. It is 
evident from the context that they 
mean proliferation of sweat duct, hair 
follicle, or other adnexal epithelium. 
This explanation appears much more 
likely than the postulate of "implan- 
tation" of epidermis into the dermis. 
Lobitz et al (J Invest Dermatol 26:241, 
1956) showed in short-term experi- 
ments that division of the eccrine 
duct in the mid-dermis regularly 
leads to formation of cysts. Keratiniz- 
ing milia in bullous diseases derive 
from obstructed ducts, and I have in 
my collection a larger epidermoid 
cyst, in which serial sections showed 
entry of a sweat duct from below. 
Epidermoid cysts in acne patients 
probably originate in obstructed hair 
follicles. 

I do not wish to deny the existence 
of epidermal inclusion cysts, but 
request that the author, the editor, 
and the readers of the ARCHIVES 
openmindedly consider other and, in 
fact, more common histomechanisms. 
The neutral name "epidermoid cyst" 
appears preferable for all cysts lined 
with epidermis-like epithelium, while 
the so-called pilar cyst has been 
shown to be related to the deeper part 
of the outer root sheath (trichilemmal 
cyst). A more detailed discussion may 
be found in A Guide to Dermatohis- 
topathology by Pinkus and Mehregan 
(New York, Appleton-Century-Crofts, 
1969) on pages 447 to 450. 

HERMANN PriNKUS, MD 
Detroit 


Reply 


To the Editor.-l appreciate the 
fact that Dr. Pinkus took the time 
and trouble to write such a clear and 
persuasive letter about the possible 
histomechanisms that may be in- 
volved in formation of such cysts. I 
have no objection of any sort to call- 
ing such lesions "epidermoid cysts," 
but I suspect that if the title of the 
paper had been "Epidermoid Cyst of 
the Sole," I would have had a letter or 
letters suggesting that it should have 
been "Epidermal Inclusion Cyst of 
the Sole." 

KENNETH E. GzEER, MD 
Charlottesville, Va 


Letters to the Editor 


Contact Dermaiitis due 
to Perfume in 
Mycolog Ceam 


To the Edito~.—We would like to re- 
port a case of »ontact dermatitis due 
to perfume in Mycolog cream. 

Report of a Case.—A 63-year-old white 
man was exammed on april 1, 1974, be- 
cause of a numrrular, eczematous eruption 
involving his tmink anc extremities. He 
had first become awar- of an eruption 
three months pr=viously. He had treated it 
with Mycolog cream amd it had become 
worse. 

He was treated with orally administered 
prednisone anc topicality applied triam- 
cinolone acetomde cream, and after four 
weeks, the eczematous ruption resolved. 
However, he then had psoriasis in the 
areas that had 5een eczematous. 

A retrospectwe diagrosis was made of 
contact dermatitis due zo Mycolog cream, 
which had been topically applied to pre- 
existing areas of psomasis. The patient 
was patch tested on June 10, 1974, to 
0.1% aqueous -himerosal (Mycolog cream 
base), 20% aqueous neomycin sulfate 
(Myciguent Cream), 10% aqueous gramici- 
din (Mycolog ream), ).1% triamcinolone 
acetonide cream and nrstatin cream base. 
He had 1+ reactions to Mycolog cream 
base and Mycdlog Cream. (The cream base 
had been obtz.ned from a pharmaceutical 
company several years previously.) 

Because of the postive results of the 
patch tests, w= obtained all of the ingredi- 
ents used in he manrfacture of Mycolog 
cream and pach testec the patient on Aug 
4, 1974, to 5% sropylpa-aben in petrolatum; 
5% ethylparaken in petrolatum; 5% methyl- 
paraben in petrolatum; white petrolatum 
as is; perfun=, having the code name Al- 
bert Verley E 1991 (38-420), as is; ethanol, 
as is; 20% acueous neomycin sulfate; tri- 
amcinolone zcetonide as is; 10% aqueous 
aluminum hydroxide; 1096 aqueous sorbitol; 
10% aqueous »ropyler» glycol; 10% aqueous 
gramicidin; 5olyoxytaylene fatty alcohol 
ether, as is; mystatir. 100,000 units/ml in 
ethanol; and.5% polysorbate 60 in mineral 
oil. These chemicals were applied in con- 
centrations ‘that had been used previously 
by Goldberg ' 

After 48 .ours the patient developed a 
2+ reactior from th= perfume, character- 
ized by an erythemazous, vesicular plaque 
beneath the patch. de returned six days 
later 2nd, .t that -ime, the eczematous 
area had increased in size to seven cm. 

Commert.—The agents in Mycolog 
cream tha most commonly cause con- 
tact derm .titis are neomycin sulfate, 
ethylened-amine, and parabens. The 
North American Contact Dermatitis 
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Group patch tested 1,200 individuals 
and found that 7% were positive to 
ethylenediamine, 6% positive to neo- 
mycin sulfate, and 3% positive to 
parabens.’ We are aware of only one 
other report of contact dermatitis 
from perfume in Mycolog cream.’ 


The material used for patch testing was pro- 
vided by Joel I. Levine, MD, of the Squibb Pro- 
fessional Services Department. 

RALPH J. CoskEy, MD 
HENRY G. Bryan, MD 
Detroit 
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Complications During Methotrexate 
Therapy for Psoriasis 


To the Editor.—Australia anti- 
genemia (hepatitis B virus [HBV], 
hepatitis, nonbacterial pneumonitis, 
and bone marrow suppression were 
detected in a 42-year-old male receiv- 
ing long-term methotrexate therapy 
for psoriasis. The potential impor- 
tance of these complications deserves 
a brief report, since patients on meth- 
otrexate therapy are usually carefully 
observed to insure that other known 
hepatotoxic factors are avoided.’ 

The HBV antigen (Ag) was posi- 
tive by both radioimmunoassay and 
complement fixation (1:256) methods. 
The HBV antibody was not detect- 
able. Because HBV Ag is a hepatitis- 
associated factor, it should be consid- 
ered as a potential complication of 
methotrexate therapy. However, the 
detection of HBV Ag may not always 
be indicative of liver disease, since it 
occurs in normal individuals.?* In the 
present case, the exact degree of he- 
patic involvement or the onset or du- 
ration of HBV antigenemia was un- 
known, since there was no biopsy or 
prior testing for HBV. Certainly this 
patient could have had a coincidental 
infection with HBV without any rela- 
tionship to his methotrexate therapy. 
However, it is possible that contin- 
uing to treat this patient with meth- 
otrexate could have resulted in a per- 
sistent Australia (Au) Ag and/or the 
development of chronic hepatitis. 
Since the methotrexate was stopped 
in this patient and the Au Ag dis- 


appeared, the question of the rela- 

tionships among methotrexate, Au 

Ag, and liver disease remains unan- 

swered. If similar cases are detected 

by clinicians, then more detailed in- 

vestigations may be warranted. 
LLovp E. Kine, JR., MD, PHD 
Memphis 
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Fixed Skin Eruption Caused by 
Oxyphenbutazone With 
Cross-Reactivity to Phenylbutazone 


To the Editor.-We have recently 
seen a patient with fixed skin erup- 
tion due to oxyphenbutazone, show- 
ing cross-reactivity to phenylbuta- 
zone. 

Report of a Case.—A man, aged 34, was 
given oxyphenbutazone for generalized 
body aches. Six hours following ingestion 
of the drug, he developec itchy, erythe- 
matous, round patches on the arms, back, 
and right palm and swelling of the lips. 
One week later, when the activity in the le- 
sions had subsided, he was given a pro- 
vocative dose of oxyphenbutazone. About 
five hours later, he develeped similar le- 
sions at the sites of the previous lesions. 
Ten days later, when the lesions had sub- 
sided, leaving residual pigmentation, he 
was given a tablet of phenylbutazone to 
find out if any cross-reactivity existed. 
Again, within four hours, he developed 
similar lesions at the same sites. 

Comment.—We could find only two 
reports’? of fixed skin eruption due to 
oxyphenbutazone in :he literature. 
The cross-reactivity between oxy- 
phenbutazone and phenylbutazone, 
as seen in this patient, is possibly due 
to close resemblance ef the chemical 
structure of the two drugs, the for- 
mer being a hydroxylated metabolite 
of the latter in the bady. 

R.K. PANDHI, MD 
T. R. BEDI, MD 
New Delhi 
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Milk of Magnesia Treatment for Acne 


To the Editor.-I have found a 
nightly topical application of milk of 
magnesia, when combined with 250- 
mg of tetracycline orally adminis- 
tered four times daily and two daily 
washes with a fat-free soap, to be 
highly effective in the reduction of 
redness from postinflammatory le- 
sions and in the number and severity 
of acne pustules. Realizing that a 
laxative as topical medication is not 
ordinarily prescribed in acne treat- 
ment, I write this letter with the two- 
fold hope that my success in this area 
may also be shared by those physi- 
cians treating this condition, and that 
this method may become a viable al- 
ternative to the abrasion and irrita- 
tion inflicted with alcohol- and sulfur- 
based compounds. 

RANDY SIGAL 
Atlanta 


Toxic Epidermal Necrolysis 


To the Editor.—Recently Drs. Cal- 
laway and Tate reported a case of 
"toxic epidermal necrolysis" caused 
by gin and tonic! We have seen a 
similar case. A 25-year-old man con- 
sulted us about his third episode in 18 
months of generalized erythema fol- 
lowed by desquamation after the con- 
sumption of gin and tonic. On all 
three occasions, within six to eight 
hours after drinking gin and tonic the 
patient developed generalized er- 
ythema that lasted for two or three 
days. Eight to ten days later, his skin 
peeled in sheets from his trunk and 
extremities and in a glove-like fash- 
ion from his palms and soles. Oth- 
erwise, he felt well Flushing and 
pruritus from quinine have been re- 
ported,’ but we could find no mention 
in the literature of the delayed scar- 
letiniform exfoliation. 

In addition to this patient, we 
recently saw a 4-year-old girl who 
swallowed an undetermined number 
of Midol tablets (a mixture of aspirin, 
caffeine, and cinnamedrine hydrochlo- 
ride) and subsequently developed 
generalized erythema and delayed ex- 
foliation identical to that in the first 
patient. 

In 1956, Lyell coined the term 
"toxic epidermal necrolysis" to de- 
scribe what now appears to be severe 
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drug-induced bullous erythema mul- 
tiforme.’ Pediatricians soon picked 
up the term and applied it to the 
“scalded skin syndrome,” which later 
was shown to be a specific disease due 
to an epidermolytic toxin produced by 
staphylococci. Toxic epidermal ne- 
crolysis, of the Lyell type, is a severe 
and generalized sub-epidermal bul- 
lous process with a 40% to 50% mortal- 
ity rate. Toxic epidermal necrolysis, 
the staphylococcal type, is a super- 
fieial intra-epidermal process with 
bulla formation at the level of the 
granular layer. 

Now that the term "toxic epidermal 
necrolysis" is widely applied to these 
two conditions, we must accept this 
nomenclature of common usage with 
the realization that the same name is 
applied to two etiologically distinct 
diseases. We would like to discourage 
the broader use of "toxic epidermal 
necrolysis" and suggest that the term 
"toxic exfoliation" might be more ap- 
propriate for these recently reported 
eases of drug-induced erythema with 
delayed  scarletiniform superficial 
desquamation. 

MICHAEL JARRATT, MD 
ANDREW RUDOLPH, MD 
Houston 
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Delayed Blanch in 
Alopecia Mucinosa 


To the Editor.—In his report of 
alopecia mucinosa with neurofollicular 
changes, Burket' cites an explanation 
for the delayed blanch phenomenon 
(of acetylcholine injected into atopic 
skin), which was postulated by Lobitz 
and Campbell’ in their report. This 
explanation, postulating a paradoxic 
vasoconstriction in the atopic individ- 
ual, has been supplanted by the the- 
ory that the delayed blanch repre- 
sents edema fluid in the skin that 
appears after extreme vasodilatation, 
thus obscuring the erythema. Ram- 


sey,’ with the use of a photoelectric 
pulsimeter, and Copeman and Win- 
kelmann,: with the use of Evans Blue 
dye intravenously injected, have dem- 
onstrated such an outpouring of ede- 
ma fluid. Ramsey also found evidence 
of vasodilatation, not vasoconstric- 
tion, at the site of methacholine injec- 
tion. 

The delayed blanch in alopecia 
mucinosa may be explained, however, 
by the phenomenon of denervation 
supersensitivity. This phenomenon is 
defined as a reduction in the thresh- 
old of responsiveness of skele- 
tal muscle and some postganglionic 
parasympathetic end organs after de- 
nervation. In the case under consid- 
eration, the denervated parasympa- 
thetic end organs are hyperreactive 
to the vasodilator effect of acetylcho- 
line, while denervated sweat glands 
fail to respond to such direct chemical 
stimulation, as Burket points out. It 
is, thus, not necessary to postulate a 
reversal of the normal vasodilator ef- 
fect of acetylcholine. 

STEPHEN P. STONE, MD 
Springfield, Ill 
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Reply to Dr. Stone 


To the Editor.-l was pleased to 
learn of Ramsey, Copeman and Win- 
kelmann’s work regarding the de- 
layed blanch as detailed by Dr. Stone. 
This explanation certainly makes 
more sense when one considers the 
clinical situation. 

Dr. Stone’s letter is very appropri- 
ate and I appreciate his comments, 
which I feel help clarify the findings 
in this patient with alopecia muci- 
nosa. 

JOHN M. BURKET, MD 
Medford, Ore 
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ointment prepara-ions are 
economical for widespread 
dermatoses. 


When a topical steroid 
is needed... 


Cordran 
(flurandrenolide) 
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Description: Cordran* (flurandrenolide, Dista) is a potent cor- 
ticosteroid intended for topical use. The chemical formula of 
pordan is 6a-fluoro-16a-hydroxyhydrocortisone 16,17-ace- 
onide. 

Each Gm. of Cream Cordran contains 0.5 mg. (0.05 percent) 
or 0.25 mg. (0.025 percent) flurandrenolide in a base com- 
posed of stearic acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, ethylparaben, glycerin, and purified water. 

Each Gm. of Ointment Cordran contains 0.5 mg. (0.05 per- 
cent) or 0.25 mg. (0.025 percent) flurandrenolide in a base 
composed of white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. (0.05 percent) 
flurandrenolide in an oil-in-water emulsion base composed of 
glycerin, cetyl alcohol, stearic acid, glyceryl monostearate, 
mineral oil, polyoxyl 40 stearate, menthol, benzyl alcohol, and 
purified water. 

Cordran* Tape (flurandrenolide tape, Dista) is a transparent, 
inconspicuous, plastic surgical tape, impervious to moisture. 
Each square centimeter contains 4 mcg. of flurandrenolide 
uniformly distributed in the adhesive layer. The tape is made of 
a thin, matte-finish polyethylene film which is slightly elastic 
and highly flexible. 

The adhesive is a synthetic copolymer of acrylate ester and 
acrylic acid which is free from substances of plant origin. The 
pressure-sensitive adhesive surface is covered with a protec- 
tive paper liner to permit handling and trimming before applica- 
tion. 


Actions: Cordran is primarily effective because of its anti- 
inflammatory, antipruritic, and vasoconstrictive actions. 

Cordran Tape serves as both a vehicle and an occlusive 
dressing. Retention of insensible perspiration by the tape re- 
sults in hydration of the stratum corneum and improved dif- 
fusion of the medication. The skin is protected from scratching, 
rubbing, desiccation, and chemical irritation. The tape acts as 
a mechanical splint to fissured skin. Since it prevents removal 
of the medication by washing or the rubbing action of clothing, 
the tape formulation provides a sustained action. 


iy: 








Indications: Cordran is indicated for relief of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 

Cordran, Half Strength, 0.025 percent, is recommended for 
economical maintenance therapy of widespread or chronic 
lesions. For initial therapy, full-strength (0.05 percent) prep- 
er d of Cream, Ointment, or Lotion Cordran may be pre- 
erred. 

The lotion form is especially advantageous in the treatment 
of acutely inflamed lesions. For ease of application and for 
cosmetic reasons, the lotion is also preferred for dermatitis of 
the scalp, eyelid, ear, and intertriginous areas. 

Cordran Tape is indicated for relief of the inflammatory man- 
ifestations of corticosteroid-responsive dermatoses, partic- 
ularly dry, scaling localized lesions. 


Contraindications: Topical corticosteroids are contraindicated 
in vaccinia and varicella and in patients with a history of hyper- 
sensitivity to any of their components. 

Use of Cordran Tape is not recommended for lesions exud- 
ing serum or in intertriginous areas. 


Precautions: If irritation develops, Cordran should be discon- 
tinued and appropriate therapy instituted. 

In the presence of an infection, an appropriate antifungal or 
antibacterial agent should be used. If a favorable response 
does not occur promptly, Cordran should be discontinued until 
the infection has been adequately controlled. 

If extensiveareas are treated or if the occlusive technique is 
used, there is a possibility of increased systemic absorption of 
the corticosteroid, and suitable precautions should be taken. 

Although topical corticosteroids have not been reported to 
have an adverse effect on pregnancy, the safety of their use on 
pregnant women has not been absolutely established. There- 
fore, they should not be used extensively, in large amounts, or 
for prolonged periods of time on pregnant patients. 

These products are not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have 
been reported with topical corticosteroid formulations: 


Acneform eruptions Hypertrichosis 
Burning Hypopigmentation 
Dryness Irritation 
Folliculitis Itching 


The following may occur more frequently with occlusive 
dressings (such as Cordran Tape): 
Maceration of the skin — Skin atrophy 
Miliaria Striae 
Secondary infection 
In addition, the tape vehicle may cause purpura and strip- 
ping of the epidermis. 


Administration and Dosage: 

Cream, Ointment, or Lotion —For moist lesions, a small quan- 
tity of the cream or lotion should be rubbed gently into the 
affected areas two or three times a day. For dry, scaly lesions, 
the ointment is applied as a thin film to affected areas two or 
three times daily. 


Use with Occlusive Dressings 

The technique of occlusive dressings (for management of 
psoriasis and other persistent dermatoses) is as follows: 

1. Remove as much as possible of the superficial scaling 
before applying Cordran. Soaking in a bath will help soften the 
scales and permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected areas. 

3. Cover with an occlusive plastic film, such as polyethylene, 
Saran Wrap™, or Handi-Wrap*. (When Cordran cream or lotion 
is used, added moisture may be provided by placing a slightly 
dampened cloth or gauze over the lesion before the plastic film 
is applied.) 

4. Seal the edges to adjacent normal skin with tape or hold 
in place by a gauze wrapping. 


9. For convenience, the patient may remove the dressing 
during the day. The dressing should then be reapplied each 
night. 

6. For daytime therapy, the condition may be treated by rub- 
bing Cordran sparingly into the affected areas. 

7. In more resistant cases, leaving the dressing in place for 
three to four days at a time may result in a better response. 

8. Thin polyethylene gloves are suitable for treatment of the 
hands and fingers; plastic garment bags may be utilized for 
treating lesions on the trunk or buttocks. A tight shower cap is 
useful in treating lesions on the scalp. 

Occlusive Dressings Have the Following Advantages —1. Per- 
cutaneous penetration of the corticcsteroid is enhanced 

2. Medication is concentrated on the areas of skin where it 
is most needed. 

3. This method of administration frequently is more effective 
in very resistant dermatoses than is the conventional applica- 
tion of Cordran. 

Precautions to Be Übserved in Therapy with Ücclusive Dressings 
— Treatment should be continued for at least a few days after 
clearing of the lesions. If it is stopped too soon, a relapse 
may occur. Reinstitution of treatment frequently will cause re- 
mission. 

Because of the increased hazard cf secondary infection 
from resistant strains of staphylococci among hospitalizec 
patients, it is suggested that the use of occlusive plastic films 
for corticosteroid therapy in such cases be restricted. 

Generally, occlusive dressings should not be used on weep- 
ing, or exudative, lesions. 

When large areas of the body are covered, thermal homeo- 
Stasis may be impaired. If elevation of body temperature 
occurs, use of the occlusive dressing should be discontinued. 

Rarely, a patient may develop miliaria. folliculitis, or a sensi- 
tivity to either the particular dressing material or a combination 
of Cordran and the occlusive dressing. If miliaria or folliculitis 
occurs, use of the occlusive dressing should be discontinued. 
Treatment by inunction with a corticosteroid such as Cordran 
may be continued. If the sensitivity is caused by the particular 
material of the dressing, substitution of a different materiai 
may be tried. 

Warnings —Some plastic films are readily flammable. Patients 
should be cautioned againsfthe use of any such material. 

When plastic films are used on infants and children, the per- 
sons caring for the patients must be reminded of the danger of 
Suffocation if the plastic material accidentally covers the face 

Cordran Tape — Replacement of the tape every twelve hours 
produces the lowest incidence of adverse reactions, but it 
may be left in place for twenty-four hours if it is well tolerated 
and adheres satisfactorily. When necessary, the tape may be 
used at nighttime only and removed during the day. 

If ends of thetape loosen prematurely, they may be trimmed 
off and replaced with fresh tape. 

The directions given below are included on a separate pack- 
age insert for the patient to follow unless otherwise instructed 
by the physician. 





APPLICATION OF 
MEDICATED TRANSPARENT TAPE 


IMPORTANT: Skin should be clean and dry before tape is 


applied. Tape should always be cut, never torn. 





DIRECTIONS FOR USE 

l. Prepare skin as directed by your physician or as follows: 
Gently clean the area to be covered to remove scales, crusts, 
dried exudates, and any previously used ointments or creams. 
A germicidal soap or cleanser should be used to prevent the 
development of odor under the tape. Shave or clip the hair in 
the treatment area to allow good contact with the skin and com- 
fortable removal. If shower or tub baths are to be taken, they 
should be completed before the tape is applied. The skin 
should be dry before application of the tape. 

2. Remove tape from package and cut a piece slightly larger 
than area to be covered. Round off corners. 

3. Pull white paper from transparent tape. Be careful that 
tape does not stick to itself. 

4. Apply tape, keeping skin smooth; press tape into place. 
REPLACEMENT OF TAPE 

Unless instructed otherwise by your physician, replace tape 
after twelve hours. Cleanse skin and allow it to dry for one 
hour before applying new tape. 


IF IRRITATION OR INFECTION DEVELOPS, REMOVE TAPE AND CON- 
SULT PHYSICIAN 





How Supplied: Cream and Ointment Cordran® (Fluran- 
drenolide, N.F.), 0.05 percent, in 7.5, 15, and 60-Gm. tubes 
and in 225-Gm. jars. 

Cream and Ointment Cordran® (Flurandrenolide, N.F.), Half 
Strength, 0.025 percent, in 30 and 60-Gm. tubes and in 225- 
Gm. jars. 

Lotion Cordran* (flurandrenolide, Dista), 0.05 percent, in 
15 and 60-ml. plastic squeeze bottles. 

Cordran* Tape (flurandrenolide tape, Dista), in Small Rolls 
24 inches long and 3 inches wide (60 cm. x 7.5 cm.) and in 
Large Rolls 80 inches long and 3 inches wide (200 cm. x 7 5 
cm.). Directions for the patient are included in each package 
of Cordran Tape. 


(01 1573A) 


400675 


Additional information available 
to the profession on request. 


Dista Products Company , 
Division of Eli Lilly aad Company 
Indianapolis, Indiana 46206 





136 


Introducing 
anew dimension 
in acne therapy 
from Westwood. 


Desquamx.. 
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e Reduces irritating free fatty acids and 
controls desquamation...two forms for 
greater therapeutic flexibility. 


e A unique gel vehicle—with 5.5 ph—for 
increased stability and to maintain 
efficacy. 


DesquamX? „o 


CONTENTS: Desquam-XTM 5 contains 59% Benzoyl Peroxide, 6% 
polyoxyethylene lauryl ether, 379% ethyl alcohol, carboxy vinyl co- 
polymer, di-sodium edetate, di-isopropanolamine and water. 


Desquam-X™ 10 contains 10% Benzoyl Peroxide, 69% polyoxy- 
ethylene lauryl ether, 37% ethyl alcohol, carboxy vinyl copolymer, 
ci-sodium edetate, di-isopropanolamine and water. 


INDICATION: A topical aid for the control of acne vulgaris. 


ACTION: Provides the desirable drying and desquamation needed in 
the topical treatment of acne. Desquam-X has been demonstrated to 
have anti-bacterial effects, especially against Corynebacterium acnes. 


DIRECTIONS FOR USE: After washing as instructed, rub 
Desquam-X into affected areas twice daily. In fair-skinned individ- 
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e A non-perfumed, easily applied ge! for 
outstanding patient acceptance. 


e Provides significant drying and anti- 
bacterial therapy for the topical treat- 
ment of acne. 


Desquamx0 Nox 


uals or under excessively dry atmospheric conditions it is suggested 
that therapy be initiated with one application daily. The desired de- 
gree of drying and peeling can be obtained by modification of the 
dosage schedule. 


CONTRAINDICATIONS: Not to be used in patients known to be 
sensitive to any ingredient of Desquam-X. 


PRECAUTIONS: Avoid contact with eyes and mucous membranes. 
For external use only. Keep this and all medications out of the 
reach of children. 

NOTE: May bleach colored fabrics. 

HOW SUPPLIED: Plastic tubes 1.5 oz. (42.5 gm.). 


CAUTION: Federal law prohibits dispensing without prescription. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, N. Y. 14213 


News and Notes 


Symposium on Allergy.—A four-day 
medical symposium titled "Recent 
Advances in Allergy” will be held at 
the fameus resort, the Homestead, in 
Hot Springs, Va, from April 21-24, 
1975. The medical seminars will be 
held from 8 AM until 10 Am. A wide va- 
riety of subject material will be pre- 
sented by outstanding specialists that 
will be of interest o all physicians. 
For further information, contact 
Claude A. Frazier, MD, 4-C Doctors 
Park, Asheville, NC 28801. 


Dr. Fleischmajer Appointed Chief Edi- 
tor of 1JD.—Dr. Raul Fleischmajer has 
been appointed Chief Editor of the 
International Journal of Dermatol- 
ogy, official organ of the International 
Society of Tropical Dermatology. Dr. 
Lawrence C. Parish will be the Execu- 
tive Editor. This journal primarily 
will be devoted to continuing medical 
education in dermatology through 
publication of didactic review articles 
in the basic and clinical sciences. Fu- 
ture correspondence to this journal 
should be addressed to Dr. Raul 
Fleischmajer, Hahnemann Medical 
College, 245 N 15th St, Philadelphia, 
PA 19102. 


Hamilton Montgomery Fellowship.— 
The Hamilton Montgomery Fellow- 
ship in Dermatopathology has been 
established in the Department of 
Dermatology, Maye Clinic and Mayo 
Graduate School of Medicine. This is 
a one-year fellowship experience for 
dermatologists or pathologists who 
have their specialty boards or who are 
board-eligible. The fellowship in- 
cludes study of the indexed collection 
of 80,000 skin biopsies, opportunity to 
supervise and to teach dermatopathol- 
ogy, and special opportunities in mi- 
crobiology, histochemistry, electron 
microscopy and immunofluorescence. 


Arch Dermatol/Vol 111, Jan 1975 


Two daily conferences provide close 
liaison with the consultant staff, and 
clinicopathologic correlation is em- 
phasized. Inquiries for July 1975 
should be addressed to Dr. R. K. Win- 
kelmann, Department of Dermatol- 
ogy, Mayo Clinie, Rochester, MN 
55901. 


Field Trials and Teaching Confer- 
ences by ISI in 1975.—The Inter- 
national Society for Immunoderma- 
tology (ISI) is being created for the 
purpose of enhancing the reliability 
of and the effective utilization of 
diagnostic laboratory tests employed 
in immunodermatology. To achieve 
these goals, (1) field trials will be car- 
ried out on a voluntary basis involv- 
ing laboratories in all parts of the 
world, (2) conferences will be orga- 
nized for the benefit of those who are 
interested in working toward more 
reliable diagnostic immunoderma- 
tologic services, and (3) courses will 
be organized for the benefit of those 
who are interested in learning about 
the diagnostic value of immuno- 
dermatologic test systems. 

At the time of this writing (Octo- 
ber 1974), the ISI is still in a forma- 
tive stage. That is, the acting presi- 
dent and the other acting officers are 
seeking advice on a number of basic 
questions, one of which concerns 
membership. In the views of the act- 
ing officers, the prime criterion for 
membership in the ISI should be the 
participation in field trials. Sugges- 
tions also are being sought on mem- 
bership in the boatd of directors of 
the ISI and on organizational mat- 
ters. 

The acting president of the society 
is Dr. Rudi Cormane (Amsterdam), 
the acting secretary-treasurer is Dr. 
Ernst H. Beutner (Buffalo), and the 
acting advisors are Drs. Beno Michel 
(Cleveland), Stefania Jablonska 
(Warsaw), Robert Jordon (Rochester, 
Minn), Tadeusz Chorzelski (Warsaw), 
Karl Holubar (Vienna), Robert Berg- 
quist (Stockholm), and Denny Tuffa- 
nelli (San Francisco). 

A four-hour teaching conference 
will be held in Atlantic City, NJ, fol- 
lowing the May meeting of the Soci- 
ety for Investigative Dermatology. It 
will be held at the Ramada Inn on 
Sunday, May 4, 1975, from 8 AM to 12 
Noon. Preregistration ($15) on Fri- 
day, May 2, or Saturday, May 3, will 
be required. The course will be given 
by the International Society for Im- 


munodermatology in eollaboration 
with members of the Task Force for 
Immunodermatology of the National 
Program for Dermatology. The abject 
of the course will be to afford a brief 
review on diagnostic immunofluo- 
rescence methods that are now avail- 
able for studies in cases with sus- 
pected bullous or connective tissue 
diseases and in cases with certain 
types of liver diseases. A brief review 
of autoimmunity in psoriasis will be 
included. Inquiries regarding this 
teaching conference may be ad- 
dressed to William Hale, ISI Course 
Coordinator, Department of Micro- 
biology, State University of New 
York at Buffalo, 3219 Sherman Hall, 
Buffalo, NY 14214. 


Field Trials of IF Tests for Skin 
Antibodies by the ISI 1975.—The In- 
ternational Society for Immuno- 
dermatology (IST), in cooperation 
with the Task Force ^or Immuno- 
fluorescence (IF) of the National Pro- 
gram for Dermatology is carrying out 
field trials of IF tests for pemphigus 
antibodies and other skin reactive an- 
tibodies at regular intervals. The ob- 
ject is to promote the performance of 
reliable IF tests for skin antibodies 
by cooperation among laboratory 
workers who are responsible for such 
tests. All laboratory workers who 
carry a responsibility jor diagnostic 
tests for skin antibodies are invited to 
participate. 

Participants will receive coded se- 
rum samples, directions for testing 
them and report forms. At the end of 
the field trial, all participants will re- 
ceive copies of the results. Efforts will 
be made to help those whose findings 
fall outside of the expected range to 
find the reason for the divergence. 
Results of field trials will be made 
available as public knowledge. 

The performance of these field tri- 
als is made possible by a grant from 
the Summerhill Foundation. They 
will be carried out twice each year for 
the next three years and will be re- 
evaluated at that time. Sera will be 
distributed to participants in Septem- 
ber and in March. Those interested in 
participating in the March 1975 field 
trial ean do so by writing Dr. Suyu 
Shu, Director of Immunodermatology 
Reference Service, S217 Sherman 
Hall, Department of Microbiology, 
State University of New York-Buf- 
falo School of Medicine, Buffalo, NY 
14214. 
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tinea 
pedis 


When treating these tinea infections, consider 
Halotex^ (haloprogin). Halotex is a topical 
agent, available by prescription only. Patients 
will appreciate this non-staining, easy to use 
antifungal, available in convenient and eco- 
nomical sizes. Halotex cream in 30 g. tube, 
Halotex solution (especially useful in hairy 
areas of the body) in 30 and 10 ml. sizes. 


*due to these commonly implicated organisms: Trichophyton ru- 


brum, T. tonsurans, T. mentagrophytes, Microsporum canis, and 


Epidermophyton floccosum. Halotex is also useful in tinea versi- ; 

color due to Mataseetia furfur. (| ialoprogii ) 

. Distributed by Westwood Pharmaceuticals Inc., Buffalo, New York 14213 4% CREAM/SO LUTION 
: o 


Halotex 


(haloprogin) 1% cREAM/SOLUTION 


Descriptioa: Halotex cream provides 1% 
haloprogin n a water-dispersible, semi-solid 
cream base. Each gram contains 10 mg. 
haloprogin solubilized in polyethylene glycol 
400, polyetnylene glycol 4000, diethyl seba- 
cate and polyvinylpyrrolidone, Halotex solu- 
tion provides 196 (10 mg. per ml.) haloprogin 
in a homogeneous vehicle of diethyl seba- 
cate and alcohol. 


Action: Halotex is a synthetic antifungal 
agent for ne treatment of superficial fungal 
infections of the skin. 


*Indicatioas: Halotex cream and solution are 
indicatec for topical treatment of tinea 
pedis, tinea cruris, tinea corporis and tinea 
manuum due to infection with Trichophyton 
rubrum, Trichophyton tonsurans, Trichophy- 
ton mentagrophytes, Microsporum canis, 
and Epiagermophyton floccosum. It is also 
useful in the topical treatment of tinea versi- 
color due to Malassezia furfur. 


Contraineications: Halotex preparations are 
contraindicated in those individuals who 
have shown hypersensitivity to any of the 
components. 


Warning: USAGE IN PREGNANCY-Safety 
for use in pregnancy has not been estab- 
lished. 


Precautions: In case of sensitization or irri- 
tation dwe to Halotex cream or solution or 
any of the ingredients, treatment with these 
preparations should be discontinued and 
appropriate therapy instituted. If a patient 
shows ro improvement after four weeks of 
treatmert with Halotex cream or solution, 
the diaenosis should be redetermined. In 
mixed infections where bacteria or nonsus- 
ceptible fungi are present, supplementary 
systemic anti-infective therapy may be 
indicated. For external use only. KEEP OUT 
OF EYES: 


Adverse Reactions: Reactions reported in- 
clude: 1) local irritation, burning sensation, 
vesicle formation, and; (2) increased macer- 
ation, pruritus or exacerbation of pre-exist- 
ing lessons. 

Dosage and Administration: Halotex cream 
and sc ution should be applied liberally to 
the affected area twice daily for two to three 
weeks. Interdigital lesions may require up 
to four weeks of therapy. 


How Supplied: Halotex® cream 196 (10 mg. 
per g.) 30 g. collapsible aluminum tube NDC 
0072-£130-02. Halotex solution 1% (10 mg. 
per m|.) 10 ml. polyethylene bottle with con- 
trolled drop tip NDC:0072-7210-02 and 30 ml. 
polyethylene bottle with controlled drop tip 
NDC 0072-7230-02. ^ 
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March 8-1 


One of 


SIX new, exciting 


educational 
programs 


for 1975. 


You'll spend half the time in Mexico 
City and the other half in Acapulco. 


The educational portion of the 
seminar takes place in Mexico City. 
Director of the eight-hour, two-day 
course, ''Malnutrition and Infec- 
tion," is Dr. Adolpho Chavez of the 
Instituto Nacional de la Nutricion. 


AMA travel-education seminars 
are a new, exciting educational con- 
cept offering you the opportunity to 
gain continuing education credits 
and study under course directors of 
international fame. 


Send for a brochure that details 
the entire lineup for 1975! But do it 
NOW so you can begin making your 
plans. Mail the coupon below or 
call. 800-228-9290 and ask for the 
American Medical Travel Center. 





TELLING ALL ABOUT THE AMA 
TRAVEL-LEARNING EXPERIENCES 
OFFERED IN 1975! 
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You already know 


Neutrogena Soap. 


HYPO-ALLERGENIC 
UT EE Ee Ee 30303 


Neutrogena 


the unique transparent soap 





Now meet the rest 


of the family. 


Like Neutrogena Soap, 
they're all dedicated to 
sensitive skin care, all 
cosmetically elegant, all 
pharmaceutically sound. 
Non-drying, non-irritating 
and non-medicated. 
Hypo-allergenic. 
A pure, safe, gentle 
mildness that is a 
Neutrogena trademark. 
Neutrogena: 
Soap 
Rainbath body soap gel* 
Lotion for hands and skin* 
Body oil* 
Hand cream heavy duty formula* 
Solid soap shampoo 
Baby soap 
Unscented soap 


: HYPE). ; 
B. ALLEPGENIC 


E *Available in scented or 
unscented form 


Neutrogena. 


For tree professional samples, write. Medical Services, Dept. AD 
Neutrogena Corporation, 5755 West 96th Street, Los Angeles, Calif. 90045 . 
or Professional Pharmaceutical Corp.. 2795 Bates Rd , Montreal 251, Quebec. 


120 





Ne ha! tess oak vec vr 
` H 


HP 


me 





| Sumycin '250' Hydrochloride Capsules and Sumycin 

In acne ‘6500’ Hydrochloride Capsules (Tetracycline Hydro- 
"uu chloride Capsules U.S.P.) contain 250 mg. and 500 

mg. crystalline tetracycline hydrochloride, respec- 


tively. Sumycin '250' Hydrochloride Tablets and 
Sumycin '500' Hydrochloride Tablets (Tetracycline 


our a ed fa n ce Hydrochloride Tablets N.F.) contain 250 mg. and 500 
mg. tetracycline hydrochloride, respectively. 
Contraindications: Contraindicated in persons who have shown hy- 


m atters too persensitivity to any of the tetracyclines. 
H y m 


Warnings: Use of tetracycline, particularly long-term use but also in 
repeated short-term courses, during tooth development (last half of 
pregnancy, infancy, and up to 8 years of age) may cause permanent 
tooth discoloration; enamel hypoplasia has also been reported. 
Therefore, tetracycline should not be used in this age group unless 
other drugs are not likely to be effective or are contraindicated. 

If renal impairment exists, lower-than-usual doses are indicated to 
avoid systemic accumulation and possible liver toxicity; on prolonged 
use, tetracycline serum level determinations may be advisable. The 
antianabolic action of tetracyclines may cause an increase in BUN. In 
patients with significantly impaired renal function higher serum lev- 
els may lead to azotemia, hyperphosphatemia and acidosis. Photo- 
dynamic reactions, although rare with tetracycline, may occur; at first 
evidence of skin erythema, discontinue tetracycline. Advise photo- 
sensitive patients to avoid direct sunlight or ultra-violet light 

Usage in pregnancy: (see Warning about use during tooth devel- 
opment.) Based on animal studies, tetracyclines cross the placenta, 
are found in fetal tissues, and can have toxic effects (often retarda- 
tion of skeletal development) on fetus; embryotoxicity has also been 
noted in animals treated early in pregnancy. 

Usage in newborns, infants, and children: (see warning about use 
during tooth development.) Tetracyclines form a stable calcium 
complex in any bone-forming tissue. A decrease in fibula growth 
rate (reversible on discontinuation of drug) has been observed in 
prematures given 25 mg. / kg. q. 6 h. orally. 

Tetracyclines are present in the milk of lactating women who are 
taking a drug in this class. 





Precautions: Watch for signs of secondary infection due to nonsus- 
ceptible organisms including fungi; discontinue drug and institute 
appropriate therapy if this occurs. Superinfection of the bowel by 
staphylococci may be life threatening. In venereal diseases with sus- 
pected coexistent syphilis, patients should have darkfield exam- 
inations before therapy and monthly serologic tests for at least 4 
months. Because the tetracyclines have been shown to depress 
plasma prothrombin activity, patients who are on anticoagulant 
therapy may require downward adjustment of their anticoagulant 
dosage. During long-term therapy, perform periodic renal, hepatic, 
and hematopoietic function studies. All infections due to group A 
beta-hemolytic streptococci should be treated for at least 10 days 
Avoid concomitant use of penicillin and tetracycline since the bacte- 





When tetracycline th erapy IS Wa rranted, the riostatic action of the latter may interfere with the bactericidal action 
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Keratosis 


GEL 


helps remove 
thickened stratum 


corneum and enhances 
other therapy! 


Easy-to-use Keralyt" effectively and safely 
removes thickened keratin. Simply hydrate 
affected area and apply Keralyt gel, using occlusive 
dressing overnight for optimum results. Keralyt's 
efficacy is an important "first step" when steroids, 
tar and other therapy are necessary. 
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6% salicylic acid in a gel containing 
propylene glycol (6096) and ethyl 
alcohol (19.496), hydroxypropyl 
cellulose and water. 
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CONTENTS: 6% salicylic acid in a gel 
containing prop-lene glycol (60%), 
ethyl alcohel (1*.495), hydroxypropyl 
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ACTION AND CSES: 

For Dermatoloe ical Use: Keralyt is a 
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reported as hel»ful as adjunctive 
therapy for fun Jal infections. 


For Podiatric Gse: Keralyt is a topical 


aid in the removal of excessive keratin 
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verruca planta is. 
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cream or lotica may be applied. Once 
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of Keralyt wilFusually maintain the 
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and hydratior by wet packs or baths 
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thoroughly fcllowinc application. 
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used in patieats known to be sensitive 


to any ingrecient of Xeralyt. 


PRECAUTICNS: In view of the salicylic 


acid content use in -hildren under 
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no more than one tube (1 oz.) in 
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mucous membranes. For external use 


only. Keep tais and all medications 
out of reach»of chilcren. 

HOW SUPPLIED: Mastic tubes 1 oz. 
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dispensing withoutprescription. 
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It brings you detailed descriptions 
of medical-computer systems in 
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thoughts, ideas and computer 
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Let COMPUTERS AND MEDICINE 
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subscription now! 


Subscriber Services 
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provides steady m 
antibacterial effect ^* ` 

without antibiotics! 
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Aid for... winter eczema 
dry, rough, scaly skin 
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mild irritation due to 4 
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VoJeL Cream provides steady antibacterial activity 
but contains no antibiotics. Risk of possible 
antibiotic sensitization is eliminated. 


* VoJeL Cream provides relief of skin dryness through its soothing emollient action. 
* Upon application, VoJeL Cream establishes a protective acidity for the skin. Used as directed, 
VoJeL Cream maintains this acid pH providing steady anti-bacterial effect. And 
all this in a cosmetically elegant vanishing skin cream. 
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and all drugs out of the reach of children. In case of 


CONTAINS: Acetic acid in a base containing pro- 
accidental ingestion, contact a physician immediately. 


pylene glycol diacetate. 


INDICATION: Restores and maintains protective DIRECTIONS: Apply several times daily, especially 
acidity of the skin. Provides relief of mildly irritated after wet work, or as directed by a physician. 
skin due to exposure to soaps, detergents and alkalis. SUPPLY: Tubes of 1 oz. 
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Aids in treatment of bath dermatitis, anogenital pru- 
ritus, acne, athlete’s foot, winter eczema and dry, 
rough, scaly skin. 


CAUTION: For external use only. Not for ophthalmic Wampole 
use. Store in a cool place but do not freeze. Keep this Laboratories 
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m Exclusive tar shampoo gel — 
melts on contact. 


= Neutralized tar odor — no heavy tar smell. 
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To encourage greater patient cooperation, consider effective 
Pernox? Scrub. 


e Dries and desquamates skin with a high degree of safety 
and flexibility. 


e Predictable and controllable therapy for efficacy... without 
undue irritation to the skin. 


e Noticeably rapid improvement. 


e Outstanding patient acceptance and cooperation...skin 
feels smooth after each washing. 


e Indicated in grades |, Il, and selected cases of grade II! acne. 
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Microfine granules of polyethylene in SEBULYTIC® brand of 
soapless cleansers and wetting agents. Also 2% sulfur, 
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What we do is provide 
broad antibacterial coverage in susceptible 
derm=ologicinfections.* 

Wh atwe also do is help restore cutaneous 
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*It seems clear...that there 
is no difference in treatment 


time or degree of efficacy 
for either the 1% or the 5% 
fluorouracil cream?” 


Actinic keratosis exhibits an equivalent clinical response 
to 1% Fluoroplex" (fluorouracil) Cream and the commer- 
cially available 5% fluorouracil cream as demonstrated 
in a recent double blind, bilaterally paired clinical investi- 
gation conducted on 16 patients!) 

Patients treated on alternate sides of the face with 
1% fluorouracil (Fluoroplex) Cream and the 5% cream 
showed no significant differences in treatment time 
required, reaction produced or therapeutic result. 
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Study. Sixteen patients with a diagnosis of actinic keratosis were selected from a 
clinical practice. The medications (1% Fluoroplex Cream and the 5% fluorouracil 
cream) were supplied in blind labeled 30 gm. tubes. Patients were given application 
instructions and asked to return at 7 day intervals. Treatment was stopped on both 
sides when, in the judgment of the investigator, the keratoses had been destroyed. 


Conclusion. The results of this study in the words of the investigator, “..clearly illus- 
trate the equivalent effect produced by 1% 5-fluorouracil and the 5% 5-fluorouracil” 
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5% Fluorouracil is 4% waste d. 





1% Fluoroplex^ Cream. Wote the homogeneity of the cream and lack of Commercial 5% fluorouracil cream. Note the relative non-homogeneity and 
crystalline fragments. (Photomicrograph taken at 135x magnification.) the presence of many insoluble crvstalline fragments. (Photomicrograph taken 


at 135x magnification.) 


Fluoroplex...1% Fluorouracil Plus a Superior Base Formulation. The apparent 
clinical equivalence of Fluoroplex Cream and the commercially available 5% fluor- 
ouracil cream tested may be due to the unique Fluoroplex base formulation. 
Fluoropiex Cream is a completely homogeneous emulsion containing 1% fluorouracil 
solubilized prior to compounding. 

Recent investigations with other drug entities point clearly to the importance 
of base formulation “..only the solubilized drug molecules can diffuse within the 
vehicle and contribute significantly to the release rate. In terms of efficacy then, 
there is a distinct advantage in completely solubilizing the drug?’ '^ 

The photomicrographs above visually demonstrate the difference. 

And Fluoroplex Costs Your Patients Less. In fact Fluoroplex offers the lowest 
cost per gram of all prepared topical fluorouracil products? 
When prescribing potent antimetab- | 2 
olite therapy for actinic keratosis, Sn “uoroplex H | 
shouldn't you choose Fluoroplex, | an. 
the lowest efective concentration? 





3. S. Herbert Laboratories 


Jivisien of Allergan Pharmaceuticals, Irvine, California 92664 Please see the following page for full prescribing intormation. 
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L WL S1|wmonds M.D., Ph.D. Cutis 12(4):615-617 Oct., 1973 2. James Ostrenga, Ph.D., et al., J. Invest. Dermatol., 56:395 May, 1971. 3. Cost data taken from Drug Topics Red Book, 1973. == 
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5% Fluoride 
is 4% wasted. 





Description Fluoroplex® (fluorouracil 1% Topical Cream is a stable, standardized 


cream formulation of fluorouracil in an emulsion base with the following formula: 
CST. A O PE OR LU SHE E T o MITTIS 1.095 

with: ethoxylated stearyl alcohol, mineral oil, isopropyl myristate, sodium hydrox- 
ide, purified water. 

Fluoroplex (fluorouracil) 1% Topical Solution is a stable, standardized solution 
of fluorouracil in a clear propylene glycol base with the following formula: 
fluorouracil. ...... PRT rere VEIT PAULI 1.0% 
with: propylene glycol, sodium hydroxide-hydrochloric acid to adjust pH 9, 
purified water. 

Fluorouracil is a modified pyyimidine similar to uracil and thymine, with whose 
metabolism it competes. It is a white crystalline substance with a melting point 
of 283 +2°%C., an empirical formula of CjH;FN;O, and a molecular weight of 
130.08. It has a characteristic ultraviolet absorption maximum at 266 +1 milli- 


microns in O.IN HCl. 


Actions There is evidence that fluorouracil (or its biological metabolites) blocks 
the methylation reaction of deoxyuridylic acid to thymidylic acid. In this fashion 
fluorouracil interferes with the synthesis of deoxyribonucleic acid (DNA) and 

to a lesser extent inhibits the formation of ribonucleic acid (RNA). 


Indications Fluoroplex (fluorouracil) 1% Topical Solution and Fluoroplex 
(fluorouracil 1% Topical Cream are indicated for the topical treatment of multiple 
actinic (solar) keratoses. 


Contraindications. Should not be used in patients with known hypersensitivity 
to any of the components of the drug. 


Warnings 1) If an occlusive dressing is used there may be an increase in the 
incidence of inflammatory reactions to the adjacent normal skin. 2) The patient 
should avoid prolonged exposure to sunlight or other forms of ultraviolet irra- 
diation during treatment with Fluoroplex as the intensity of the reaction may 
be increased. 

Use in Pregnancy: Safety for use in pregnancy has not been established. 


Precautions The medication should be applied with care near the eyes, nose 
and mouth. Excessive reaction in these areas may occur due to irritation from 
accumulation of drug. To rule out the presence of a frank neoplasm, a biopsy 
should be made of those areas failing to respond to treatment or recurring after 
treatment. 


Adverse Reactions Pain, pruritus, burning, irritation, inflammation and 
dermatitis have been reported. Occasionally, hyperpigmentation and scarring 
have also been reported. 


Dosage and Administration The patient should be instructed to apply 
sufficient medication to cover the entire face or other affected areas. 

Apply medication twice daily with non-metallic applicator or fingertips and 
wash hands afterwards. A treatment period of 2-6 weeks is usually required. 

Increasing frequency of application and a longer period of administration with 
Fluoroplex may be required on areas other than the head and neck. 

When Fluoroplex is applied to keratotic skin a response occurs with the 
following sequence: erythema, usually followed by scaling, tenderness, erosion, 
ulceration, necrosis and re-epithelization. When the inflammatory reaction reaches 
the erosion, necrosis and ulceration stage, the use of the drug should be termi- 
nated. Responses may sometimes occur in areas which appear clinically normal. 
These may be sites of subclinical actinic (solar) keratoses which the medication 
is affecting. 


How Supplied Fluoroplex (fluorouracil) 1% Topical Solution is available in 
30cc plastic dropper bottle. On prescription only. 

Fluoroplex (fluorouracil) 1?» Topical Cream is available in 30 gm. tube. 
On prescription only. 


G. S. Herbert Laboratories 


Division of Allergan Pharmaceuticals, Irvine, California 92664 
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They peel. They dry. They're antiseptic, 
greaseless, odorless and non-staining. 


Is as simple as that. When you 
want an effective benzoyl peroxide 
Iction to reduce oiliness, to induce 
prompt desquamation and to help 
Sippress lesions, Benoxyl'^ Lotion 
rray be the solution. Two strengths 
fcr dosage convenience. Two sizes 
fcr patient economy. It's as simple 
as that. 


B=noxyl 5 contains 5% benzoyl per- 
ozide in a grease-free washable lo- 


tion base* — Available in 1 oz. and 
2 OZ. plastic bottles. 


Benoxyl 10 contains 1096 benzoyl 
peroxide in a grease-free washable 
lotion base* — Available in 1 oz. 
and 2 oz. plastic bottles. 


*U.S. Pat. No. 3535422 
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STIEFEL LABORATORIES, INC., OAK HILL, N.Y. 12460 
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the acne soap 


— M ou rm -a " 
bidders i. . Pann 


for oily skin 


Acne-Aid* 


detergent soap 













effective, easy-to-use therapy 
for your acne patient. 


You encourage your acne patient to wash 
frequently and thoroughly. Recommend- 
ing a special, therapeutic soap can 
strengthen that part of your acne regimen 
by helping to insure patient cooperation 
and by providing enhanced cleansing for 
the oily skin. 


Acne-Aid® detergent soap is the specific 
soap for this important treatment step. 
Patient acceptability begins with the psy- 
chologically correct name and it's sustained 
by the excellent cosmetic qualities of the 
rich-lathering blend of neutral soap and 


surfactants, the clean feeling after use and 
the generous bar size. Therapeutically, 
Acne-Aid gently and effectively cleans and 
degreases oily skin in preparation for 
other topical agents you prescribe. Acne- 
Aid detergent soap. Effective, easy-to-use 
therapy for your acne patient. Supplied 
in 4.] oz. bars. Professional samples on 
request. 


X STIEFEL 


Logical Dermatologicals Since 1847 
STIEFEL LABORATORIES, INC., Oak Hill, New York 12460 




































Obviously, efficacy is foremost 


£r _¢£2............4 inyourmind wher you recom- 
Ul CiililiCdi CLIICGCY aii = menda therapeutic shampoo. 
unie Archana ond efficacy, coupled with 
VUDIIICLUIL. OVUCULGOIIVC. cosmetic acceptability, usually 
ATIPRCOE NS! CUPIT uS 197 D guarantees a successful thera- 
INOW ii diCatcu IUI peutic course. 
cí | iwrhoic do rmatitis | That's why Head & Shoulders 
CUUITIICI UGH HOOGU. isso highly regarded in the treat- 


ment of dandruff. 


Clinically effective 

For years, Head & Shoulders 
has proved effective in the treat- 
ment of dandruff—whether for 
initial therapy or long-term 
control. And now, research shows 
that Head & Shoulders is effective 
in the treatment of seborrheic 
dermatitis.” 





Cosmetically pleasing 
Head & Shoulders lathers well, 
has a pleasant odor and appear- 
ance, and need notbe left on 
the scalp for an extended period 
- of time. Also, it leaves hair clean, 
manageable, and attractive. 


Head & Shoulders" 


You'll like it for 

its therapeutic benefits. 

Your patients will like it for its 
cosmetic appeal. | 






*Orentreich, N.: A clinical evaluation 
of two shampoos in the treatment of... 
seborrheic dermatitis, J. Soc. Cosmet. 
Chem. 23:189 (March 3) 1972. | 
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Instructions for Authors 


Send manuscripts by first-class mail to the Chief Editor, John 
H. Epstein, MD, 450 Sutter St, Room 1306, San Francisco 94108. 
Manuscripts are received with the understanding that they are 
not under simultaneous consideration by another publication. Ac- 
cepted manuscripts become the permanent property of the Ar- 
CHIVES and may not be published elsewhere without permission 
from the publisher (AMA). 

O All accepted manuscripts are subject to copy editing. The 
author will receive an edited typescript and layout rather than 
galley or page proofs for approval. The author is responsible for 
all statements in his work, including changes made by the copy 
editor. 

O Designate one author as correspondent and provide his address 
and telephone number. He will be notified by mail of the intended 
publieation date approximately one month in advance. Order re- 
prints at the time the typescript is returned after editorial pro- 
cessing. Specify address to which requests for reprints should be 
sent. 

O Submit an original typescript and two high quality copies of 
the entire manuscript, including short communications such as let- 
ters to the editor, book reviews, announcements, ete. All copy (in- 
cluding references, legends, and tables) must be typed double- 
spaced on 22 x 28 em (8% x 11 inch), heavy-duty white bond 
paper. Ample margins should be provided. 

O Titles should be short, specific, and clear. They should not ex- 
ceed 75 characters, including punctuation and spaces. A subtitle is 
often useful to shorten the main title. Provide a brief “running 
title” on each manuscript page. The title page should include the 
full names and academic affiliations of all authors, the address to 
which requests for reprints should be sent, and, if the manuscript 
was presented at a meeting, the name of the organization, place, 
and date on which it was read. 

C] The style of writing should conform to acceptable English us- 
age and syntax. Slang, medical jargon, obscure abbreviations, and 
abbreviated phrasing are to be avoided. 

C] Manuscripts reporting the results of experimental investiga- 
tions on human subjects must include a statement to the effect 
that informed consent was obtained after the nature of the proce- 
dure(s) had been fully explained. 

O Authors whose "first" language is not English should arrange 
for their manuscripts to be written in idiomatic English prior to 
submission. 

L] Provide an abstract (135-word maximum) of the article. 
The abstract should include statements of the problem, method of 
study, results, and conclusions. The abstract replaces the sum- 
mary. 

O List references in consecutive numerical order (not alphabet- 
ieally). Once a reference is cited, all subsequent citations should be 
to the original number. All references must be cited in the text or 
tables. Unpublished data and personal communications should not 
be listed as references. References to journal articles should in- 
clude (1) author, (2) title, (3) journal name (as abbreviated in In- 
dex Medicus), (4) volume number, (5) inclusive page numbers, and 
(6) year, in that order. References to books should include (1) au- 
thor(s), (2) chapter title (if any), (3) editor (if any), (4) title of 
book, (5) city of publication, (6) publisher, and (7) year. Volume and 
edition numbers, specific pages, and name of translator should be 
included when appropriate. The author is responsible for the accu- 
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Effective with the January 1975 issue, the provision of free off- 
prints (tearsheets) of articles to authors will be discontinued. Au- 


thors may continue to order reprints in accordance with the form 
sent to them during the processing of their manuscripts. 





racy and completeness of the references and for their correct text 
citation. Please note this journal's punctuation and sequence style 
preference in previously published reference listings. 

O Refer to patients by number (or, in anecdotal reports, by fic- 
titious given names). Real names or initials should not be used in 
the text, tables, or illustrations. 

O All measurements are to be in metric units. 

O Letters to the Editor. The Editor will be pleased to receive cor- 
respondence which pertains to material published in the AR- 
CHIVES. If intended for publication, such letters should be clearly 
marked "For Publication." 

O Use only those illustrations that clarify and augment the text. 
Submit illustrations in duplicate, unmounted and untrimmed. Do 
not send original artwork. Send high-contrast glossy prints (not 
photocopies). Figure number, name of senior author, and arrow 
indieating "top" should be typed on a gummed label and affixed to 
the back of each illustration. All lettering must be legible after re- 
duction to column size. Artwork submitted for publication may be 
relettered to achieve uniformity of lettering style throughout the 
journal. Magnification and stain used should be provided when 
pertinent. Illustrations should preferably be in a proportion of 
12.5 x 18 em (5 X 7 inches). Legends should be typed double- 
spaced, beginning on a separate sheet of paper. Length should be 
limited to a maximum of 40 words. 

O An experienced medical illustrator should be employed when- 
ever possible for the preparation of all artwork. Template letter- 
ing or preset type is preferred to hand-lettered labels. If halftone 
artwork with labels is submitted, affix type and leaders to a clear 
acetate overlay registered to the base drawing. Labels and leaders 
should be applied directly to the drawing board surface if the art- 
work consists only of line ink technique. 

© A letter of consent must accompany all photographs of patients 
in which a possibility of identification exists. It is not sufficient to 
cover the eyes to mask identity. 

O Illustrations in full color are accepted for publication if the edi- 
tors believe that color will add significantly to the published man- 
uscript. The ARCHIVES will pay part of the expense of reproduction 
and printing color illustrations, the remainder to be borne by the 
author or his sponsor. After deducting the ARCHIVES contribution, 
the author's share is $275.00 for up to six square finished illustra- 
tions that can be arranged on a one-page layout. Any additional il- 
lustrations or special effects will be billed to the author at cost. 
Positive color transparencies (35 mm preferred) must be sub- 
mitted for an evaluation. Do not send color prints unless accom- 
panied by original transparencies. All transparencies should be 
carefully packed and sent with the manuscript in a separate con- 
tainer or between two pieces of pressboard. Do not submit glass- 
mounted transparencies. 

O Each table should be typed double-spaced, including all head- 
ings, on a separate sheet of 22 x 28 cm (8% x 11 inch) paper. Do 
not use larger size paper. If a table must be continued, use a sec- 
ond sheet and repeat all heads and stubs. 

© Tables should be arranged so that when printed they will not be 
wider than three columns of AncHIVES body type. Generally three, 
six, or nine typewritten columns of data (including stub, or left 
column) will fit into three columns. All tables must be numbered 
consecutively, beginning with 1, and each must have a heading. 
Example: "Table 6.—Results of Blood Coagulation Studies." 
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We challenged the ~ 
leading topical steroid 
against the toughest 
dermatitis—psoriasis. 


Halog Cream 


Halcinonide 
Cream 01% 


New, not just to be 
different. 
New to be better. 
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In psoriasis (treated 
without occlusive dressing), | 
more than three times 5S 
as many superior : 
responses as with the bi 
leading topical steroid: i 


= 

7 
2 
S Betamethasone-17- Halcinonide *Based on double-blind, paired comparisons of 
= valerate 0.1% Cream 0.1% Cream 494 patients. Remaining patients (221) either 
a. superior superior responded equally (200) or to neither drug (21). 














In psoriasis 

(treated without 
occlusive dressing), 
superior results 
evident 

within one week: 


Hakinonic 
0.1% Cream superior. 


E After one week's therapy, | After one week’s therapy, 
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betamethasone-17-valerate 
0.196 cream superior. 


ast page of this advertisement for 
prescribing information. 


Halog Cream 
Halcinonide 
Cream 01% 





*Of the 482 patients followed-up after 


one week's therapy, 212 responded equally to 
both drugs while 19 responded to neither. 





7 x ER] . E - z j 
Patents v oL i 
e s ce ; i 4 
i ` ~ 4. " i k EX 
1 i 2 BS Lm > LT s ei. 1 t > Lm F i X 
' 4 L1 i > CUL Rr ae wees OND PNE p ] i - V IRR 
` - brs a x 2 t pile “Seed” 8 Net tee 810 ] sår 


The challenge: Versatility 
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Halcinonide 
| o V * Based on double-blind, paired comparisons. 
C ream 01 Yo The following patients in each series 


either responded equally or to neither drug: 


x S Equalresponse Neither effective 
- Neurodermatitis, 
without occlusion 6 2 
Neurodermatitis, 
with occlusion 57 3 
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Overall results compared to the leading topical steroid* 


18 pētients -~ 105 patients 99 patients 200 patients 809 patients 494 patients 
Neu odermatitis, Neurodermatitis, Psoriasis, Eczematous Atopic Psoriasis, PA 


without occłusion with occlusion 


4 6 / 39 


with occlusion dermatitis dermatitis without occlusion 













See last page l 
of this advertisement for 
prescribing information. 


Bete methasone-17- Halcinonide 
vale-ate 0.196 Cream 0.1% Cream 
superior 





* Range 75-91% depending upon dermatosis 
and use of occlusion. 


t From a total of 2839 patients (both in the 

U.S. and in foreign countries) evaluated for 
safety, 150 experienced local side reactions; 
107 patients had reactions to halcinonide 
cream alone, 21 patients had reactions to 
placebo or to a comparison drug alone, and 
22 other patients had reactions to a com- 
Parison drug or to placebotand halcinonide 
cream. Transient stinging and burning was 
the side effect in the majority of cases. 


HALOG * Cream (Halcinonide Cream 0.1%) 


DESCRIPTION 

Halog Cream (Halcinonide Cream 0.1%) con- 
tains the active synthetic corticosteroid 
halcinonide. The chemical name is 21-chloro- 
9-fluoro-1159, 16a, 17-trihydroxypregn-4-ene- 
3,20-dione, cyclic 16,17-acetal with acetone. 
Each gram of Halog Cream contains 1 mg. 
halcinonide (0.195) in a specially formulated 
cream base consisting of glyceryl mono- 
stearate N.F. XII, cetyl alcohol, myristyl 
stearate, isopropyl palmitate, polysorbate 60, 
propylene glycol, and purified water. 


ACTIONS 

Halog Cream (Halcinonide Cream 0.195) is 
primarily effective because of its anti-inflam- 
matory, anti-pruritic and vasoconstrictive 
actions. 


INDICATIONS 

Halog Cream (Halcinonide Cream 0.1%) is 
intended for topical application for adjunctive 
therapy and symptomatic relief of inflamma- 
tory manifestations of acute and chronic 
corticosteroid responsive dermatoses. 


CONTRAINDICATIONS 

Topical steroids are contraindicated in 
vaccinia, varicella, and in those patients with 
a history of hypersensitivity to any of the 
components of the preparation. This prepara- 
tion is not for ophthalmic use. 


PRECAUTIONS 
General 
If local infection exists, suitable concomitant 
antimicrobial or antifungal therapy should be 
administered. If a favorable response does not 
occur promptly, application of the corticoste- 
roid shóuld be discontinued until the infection 
is adequately controlled. 

Although systemic side effects associated 


Halcinonide 
Cream 01% 


84%" excellent/ 
good responses 


in clinical trials 
on 1931 patients 


Patients 
Fair/poor 


with absorption of topical corticosteroid 
preparations are rare, their possible occur- 
rence must be kept in mind when these 
preparations are used over large areas or for 
an extended period of time. 

If irritation or sensitization develops, the 
preparation should be discontinued and 
appropriate therapy instituted. 

Although topical steroids have not been 
reported to have an adverse effect on preg- 
nancy, the safety of their use during pregnancy 
has not been absolutely established: therefore, 
they should not be used extensively on 
pregnant patients, in large amounts, or for 
prolonged periods of time. 


Occlusive Dressing Technique 
The use of occlusive dressing increases the 
percutaneous absorption of corticosteroids: 
their extensive use increases the possibility 
of systemic effects. For patients with exten- 
sive lesions it may be preferable to use a 
sequential approach, occluding one portion of 
the body at a time. The patient should be kept 
under close observation if treated with the 
occlusive technique over large areas and over 
a considerable period of time. Occasionally, 
a patient who has been on prolonged therapy, 
especially occlusive therapy, may develop 
symptoms of steroid withdrawal when the 
medication is stopped. Thermal homeostasis 
may be impaired if large areas of the body are 
covered. Use of the occlusive dressing should 
be discontinued if elevation of the body tem- 
perature occurs. Occasionally, a patient may 
develop a sensitivity reaction to a particular 
occlusive dressing material or adhesive and a 
substitute material may be necessary. 

If infection develops, discontinue the use of 
the occlusive dressing and institute appro- 
priate antimicrobial therapy. 


ADVERSE REACTIONS 
The following local adverse reactions have 
been reported with topical corticosteroids: 


Well tolerated 
in more than 9595 
of 2839 patients' 
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Local reactions 
(only) to Halcinonide 


4.5% 


ES Cream 01% 


burning, itching, irritation, striae, skin atroph! 
secondary infection, dryness, folliculitis, 
hypertrichosis, acneform eruptions, and hypo 
pigmentation. The following may occur more 
frequently with occlusive d ressings: macera- 
tion of the skin, secondary infection, skin 
atrophy, striae, and miliaria. Contact sensitivit 
to a particular dressing material or adhesive 
may occur occasionally (see PRECAUTIONS). 


DOSAGE AND ADMINISTRATION 

Apply Halog Cream (Halcinonide Cream 0. 196) 
to the affected area 2 to 3 times daily. Rub 

in gently. 


Occlusive Dressing Technique 

Particularly resistant lesions of chronic 
dermatoses such as psoriasis and neuro- 
dermatitis may require the use of Halog Crean 
(Halcinonide Cream 0.195) under occlusive 
dressings. Gently rub a small amount of the 
cream into the lesion until it disappears. 
Reapply the preparation leaving a thin coat- 
ing on the lesion and cover with a pliable 
nonporous film. The frequency of changing 
dressings is best determined on an individual 
basis. Good results have been obtained by 
applying the cream under an occlusive dress- 
ing in the evening and removing the dressing 
in the morning (i.e., 12-hour occlusion). When 
utilizing the 12-hour occlusion regimen, addi- 
tional cream should be applied, without 
occlusion, during the day. Reapplication is 
essential at each dressing change. 


HOW SUPPLIED 


Halog Cream (Halcinonide Cream 0.196) is 
supplied in tubes of 15 and 60 grams. 


SQUIBB 


The Priceless Ingredient of every product 


is the honor and integrity of its maker, ™ 





Your patients on Dng team acne 
i!kherapy need safe but pewerful 
iKomed HC. The f rst topical steroid, 
Bhydrocortisone remains the 
woreferred high-patency means of 
wreducing the inflammatmon 

associated with acne vurgaris. And 

at the same time komed HC keeps 
the skin dry and lesquamating even 
after many montas of treatment. It 
lessens the concern of Seroid skin 
damage when ycu prescribe 

Komed HC. 


Both «omec HC and regular Komed 
have the patented, transparent 
MicebA™ base. t actuelly breaks 
down oils to hold Komed’s 
medication on tre skin Neither one 
contains elemertal sulsur. And 


because Komed dries rapidly to an 
invisible film it may be worn unseen 
by itself or used under concealing 
cosmetics. 


Recommend Komed to your patients 
as the effective acne lotion to use 
whenever it’s needed. Prescribe 
Komed HC when anti-inflammatory 
action is indicated in year-round 
programs of regular treatment. 
Samples and literature are 
available on your request. 
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Komed HC (hydrocortisone 





Contains: Hydrocortisone acetate 0.5% 












, sodium 


ulfate 8%, salicylic acid 2%, isopropyl 


alcohol 25%, menthol, campher, colloidal 


ina, disodium edetate, purified water. 
ing: Although there have been no reports 


of topical steroids having adverse effects on 
pregnant patients, the safety of their use has 
not been established. Therefore, they should 
not be used extensively in large amounts, or 
for prolonged periods of time during pregnancy 


Contraindications: Contraindicated for 
herpes simplex, chicken pox, smallpox, 
tuberculous ulcers, and fungal infections. 
Precautions: lí signs of irritation or 
sensitivity develop, discontinue use. 
If infections due to bacteria or fungi 
appear during therapy, appropriate 
measures should be taken. The 
anti-inflammatory action of 
hydrocortisone may mask the 
presence of infectior. Do not use on 
or about the eyes. Caution: U.S. 
Federal law prohibits dispensing 
without prescription. Supply: 2 fl. oz. 
plastic squeeze bottle. 


Regular Komed is available 
without prescription 


lotion. 
For mcnth after month after month acne treatment. 


The only 


KOMEX 


With Komex, youngsters 
feel the abradant particles 
work, then completely dis- 
solve after they are through 
working. These patented 
dissolving Scrubules™ 
solve the discomforting 
problems of over-scrub 
associated with non- 
dissolving abradant 
cleansers. 


After scrubbing, young 
patients feel fresh and 
clean. No particles remain 
in hair or under finger- 
nails. They like Komex with 
dissolving Scrubules, 

and want to keep using it. 


As Komex dissolves, it 





also conditions the skin to 
prevent dry, flaking 
conditions. It is a highly 
effective scrub cleanser 
for acne and oily skin. 


Economical Komex comes 
in a convenient non- 
breakable tube. Write us 
for a free supply and try it 
yourself. You'll feel how 

it leaves your skin clean, 
soft, smooth. Then recom- 
mend that your patients 
get the Komex feeling. 
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Barnes-Hind Laboratories 

Division of 

Barnes-Hind Pharmaceuticals, Inc. 
895 Kifer Rd., Sunnyvale, CA 94086 


Barseb. 


era- pilay. (Hydrocortisone) 


for anti-seborrheic therapy that looks as good as it works 


d i Barseb® Thera = Spray goes 
; directly to the patient's scalp 
from the aerosol applicator. The 
( E effective anti-seborrheic ingredi- 
% | ii i ents go straight to the scalp. 
S — " Without wetting hair. And with- 
Ne * out disturbing hair styles. 
: Thera = Spray delivers medice- 
tion just to those treatment areas 
where you and your patients 
want it. 


Thera = Spray's complete high- 
potency formula is anti-inflam- 
matory and safe for long range 
therapy. It is ideal cosmetically, 
too. Thera= Spray is clear, non- 
staining, odorless and convenient 
to apply at home. 


Write us for a free supply of 
Thera = Sprey for initial use in 
your treatment rooms. Then 
prescribe it for your patients. 
You'll both like the results. 


E4 


Barnes-Hind Laboratories 

Division of 

Barnes-Hind Pharmaceuticals, Inc. 
895 Kifer Road, Sunnyvale, CA 94086 





































Hydrocortisone alcchol s.s... Rom tr 360 mg 
Salicylic acid .... etti ng 288 mg 
Benzalkonium chloride ..... ::ooctn 14 mg 
Propylene glycol ..-.. nn tn 79 
Isopropyl myristate ..... «s n0nttng 6 g. 
Elhanab ..«cienndies ahs 6E ccn ardens M 46 g. 
Dichlorotetrafluoroe'hane (Propellant) .. 60 g. 


Dosage and Administration: BARSEB® THERA= 
SPRAY should be applied once daily during tne 
acute phase or as directed by a physician. A 
maintenance schedule may be adjusted to tne 


extensively on pregnant patients in large amounts 
nor for long periods of time. 

Avoid inhalation, ingestion or contact with eye: 
or nose. 

Precautions: Transient discomfort may occu 
when first applied to an inflamed scalp. Thi: 
normally disappears with repeated use. Discon 


or supervenes, concomitant anti-microbial or ant 
fungal therapy should be considered. When top 


is used in the treatment of skin diseases assoc 
ated with impaired circulation, such as stas 
dermatitis. 

Caution: U.S. Federal law prohibits dispensi! 
without prescription. 

Barseb® Thera=Spray™ is also available 
Canada. . 
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Fostex? the flexible therapeutic acne wash that degreases, dries, and peels. 
Easily integrated with all topical or systemic therapy for acne Grades |, II, and 
Ill. Convenient and economical Fostex Liquid and Cream are also effective 
anti-seborrheic shampoos for oily scalps associated with acne. Available as 
Fostex Cream in 4% oz. jars, Fostex Cake in 3% oz. bars, and Fostex Liquid 
in 5 oz. plastic bottles. 


Transact; the transparent medicated acne gel. A thin film of Transact will 
dry the oiliest of skin and is ideal for acne on chest, shoulders, and back. 
Greaseless, nonstaining, with a fresh clean fragrance. In 1 oz. plastic tubes. 





Fostril,® the flesh-tinted drying and peeling lotion that conceals as it heals. 
As Adaptable to Grades |, Il, or Ill acne, Fostril is available in 1 oz. plastic tubes. 


& 
WESTWOOD . 
PHARMACEUTICALS INC 
Buffalo, New York 14213 
E] In Canada, Belleville, Ontario K8NSZ2 





In the February PRISM-- 
An analysis of manpower 


trends that will shape 
medicine's future 


PRISM 








SPECIAL ISSUE 


Rosemary A. Stevens, Ph.D. *THE MUDDLE OVER 
C. H. Williana Ruhe, M.D. MEDICAL MANPOWER 
--TWO VIEWS 


Is there really a physician shortage or is a 

surplus imminent? Do U.S. medical school admission 
systems favor candidates interested in specialty 
practice rather than primary care? 


Why are so many qualified applicants turned down 
from U.S. medical schools while the large influx 
of FMGs continues? 


In an exhaustive analysis of our physician supply 
and the educational system that shapes it, two 
experts examine the critical trends that will 
determine the future of medicine in the U.S. 


LIÉ ME NS NE NE k 


And: 


Michael J. Halberstam, M.D. *A RESOURCE WE 
MUST NOT WASTE 





Is the Autonomus University of Guadalajara which 
is attended by 2,000 U.S. students simply a 
diploma mill or is it on a par with stateside 
schools? How do its graduates compare with U.S. 
educated graduates? This exclusive report probes 
the life and training of a unique group of U.S. 
foreign medical students. 





[> R | S MN . Interprets the Challenges of Medical Change 
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Provide your patients with 


ROUND THE-CLOCK 


Intensive Benzoyl Peroxide Acne Therapy 





Daytime Nighttime 
Lotion Gel 


VANOXIDE-HC NO r6: 


(Hydrocortisone 05%, Benzey! Peroxide 5%, Chlorhydroxyquinoline 0.2596.) 


Most rapid and dramatic improvement during enzagel 


initial thera»y perod™ ACNE GEL 


Mt a (10% or 5% Benzoyl Peroxide, 6% Polyoxyethylene Laury! Ether, 40% Alcohol.) 
Bactericidal vs. C. acnes 
aio ; Maximal Drying and Peeling Antibacterial 
Superior peretrabi ity into pilosebaceous structures 


Lowest Cost of All Benzoyl Peroxide Gels 


(1) Patient may be trar ferred to Wanoxide Lotion after initial two week period. 





Remarkable patient acceptance — Outstanding flexibility 


From the Originators of 
Benzoyl Peroxide Acne Therapy. 


VANOXIDE-HC® LOTON — DESCRIPTION: Vanoxide-HC® Acne Lotion contains (as dispensed) Hydrocortisone 0.595, Benzoyl Peroxide 5.095 and Chlorhydroxyquinoline 0.2596 
ncorpcrated in a water"washable, vanishing lotion consisting of propylene, glycol, hydroxyethylcellulose, FD&C color, cholesterol-stero!, cetyl alcohol, propylene glycol stearate, poly- 
orbate 20. laneth-10 acetate, propylparaben, decy! oleate, purcelline oil syn., antioxidants, vegetable oil, methylparaben, tetrasodium EDTA, buffers, :yclohexanediamine tetraacetic acid, 
urified water. ACTIONS: Provides keratolytic, peeling and drying action. INDICATIONS: An aid in the treatment of acne and oily skin. CONTRAINDICA: 
‘IONS: This product is contraindicated for use by patients having known hypersensitivity to Hydrocortisone, Benzoyl Peroxide, Chlorhydroxyquinoline or any other component cf this prep: 

E ol ; : j inia. Ĝ— USAGE IN PREGNANCY: Although topical steroids have not beer 


\ : i during pregnancy has not been absolutely established. Therefore, they should not be used extensively, or ir 
arge amounts, orfor pr longed pesiods of time on pregnant patients. PRECAUTIONS: For external use only. Keep away from eyes. If irritation develops the product should be discontinuec 


ind appropriate therapy nstituted. In the presence of an infection, the use of appropriate antifungal or antibacterial agents should be instituted. If favorable response does not occul 


be discontinued until the infection has been adequately contro!led. If extensive areas are treated, or if the occlusive technique is used. the possi 
jility exists of increased systemic absorption of the corticosteroid and suitable precautions should be taken. Do not add any other medicaments or substances to this lotion unles: 
long-term topical therapy. Apply with caution Or 


specifically directed by 2hysician — do so. Patients should be observed carefully for poss ble local irritation or sensitization during ; 
ay be a slight, transitory stinging or burning sensation on initial application which invariably disappears on continued use. Ultraviolet ant 
drying. Harsh, abrasive cleansers should not be used simultanecusly with this lotion. Colorec 


or dyed garments may t= bleachec'by the oxidizing action of Benzoyl Peroxide. Chlorhydroxyquinoline may cause temporary light yellowish skin st 
reach of children. ADVE SE REACT ONS: The following local adverse reac ness 
ion. The sensitizing potential of Benzoyl Peroxide and Chlorhydroxyquinoline are low 


CAUTION: Federal law -rohibits despensing without prescription. 

*10BENZAGEL@-SBEM@ZAGEL — DESCRIPTION: 10% or 5% Benzoyl peroxide, 696 polyoxyethylene lauryl ether and 40% alcohol in an astringent gel containing colloidal magne 
sium aluminum silicate hydroxypmpylmethylcellulose, citric acid, fragrance and purified water. ACTION: Provides drying, desquamative and antiseptic activity. INDICATION: An aid i 
the treatment of acne. DOSAGE AMD ADMINISTRATION: Wash affected areas prior to application. Apply once or more daily or as directed by physician. CONTRAINDICATIONS: Should nc 
be used by patients having knowr sensitivity to either Benzoy! peroxide or polyoxyethylene lauryl ether. PRECAUTIONS: For External Use Only. Not for opthalmic use. Keep away fror 
eyes and mucosas, Ver» fair indivduals should begin with a single application at bedtime allowing overnight medication. May bleach colored fabrics. Keep this and all other medic: 
tions out of the reach « children. CAUTION: Federal law prohibits dispensing without prescription. HOW SUPPLIED: Plastic tubes, 1V2 oz. and 3 oz. 
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0.1% TOPICAL 


ELRDERITI 


EXAMETHASONE | MSD) IN ESTERGEL 
15-g and 30-g tubes (Isopropyl NES Gel| MSD) 





formulated with 


ESTERGEL 
(Isopropyl Myristate Gel MSD) 


an exclusive emollient gel that 
e softens and soothes 
e retains moisture 
e spreads smoothly and evenly 
e largely disappears when rubbed on the skin 


e sheds water, but easily washes off 
skin with soap and water 

e contains no parabens 

e is anhydrous 

e is lipophilic and hydrophilic 

e is slightly acidic (pH 5-6.5) 
Topical steroids are contraindicated in vaccinia and varicella; in 
herpes simplex; in fungal infections; when tuberculosis of the skin is 


present. Topical steroids are contraindicated in patients with a 
history of hypersensitivity to any of the components of the preparation. 
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NEW 


UELAUE 


(DEXAMETHASONE MÉ 
15-g and 30-g tubes (lsopr 








DECADERM contains 0.1% dexamethasone in ESTERGEL, a 
specially formulated vehicle consisting of gelled isopropyl 
myristate, wool alcohols B.P., refined lanolin alcohol, par- 
affin, anhydrous citric acid, and anhydrous sodium phos- 
phate dibasic. 

Dexamethasone is slightly soluble both in isopropyl myri- 
state (0.23 mg/ml) and in water (0.11 mg/ml) at 37 C. 

This emollient gel vehicle is anhydrous, lipophilic, hydro- 
philic, and moisture-retentive. The base largely disappears 
when rubbed on the skin. 

Contraindications: Vaccinia and varicella, herpes simplex; 
fungal infections; tuberculosis of the skin; history of hyper- 
sensitivity to any of the components. 


.Precautions: Not for ophthalmic use. If irritation develops, 
. discontinue product and institute appropriate therapy. In 


the presence of infection, institute use of an appropriate 
antifungal or antibacterial agent; if a favorable response 
does not occur promptly, discontinue the corticosteroid 
until the infection has been adequately controlled. 

Treatment of extensive areas or use of the occlusive tech- 
nique increases the possibility of systemic absorption of the 
corticosteroid, and suitable precautions should be taken. 
Generally, occlusive dressings should not be used on weep- 
ing or exudative lesions. If occlusive dressings are used, 
inspect lesions between dressings for development of in- 









formulated with 


ESTERBEL" 
(Isopropyl Myristate Gel MSD) 


an exclusive 
emollient gel 





fection; if infection develops, discontinue the technique 
and institute appropriate antimicrobial therapy. If the 
occlusive dressing technique is employed, caution should 
be exercised with regard to the use of plastic films which 
are often inflammable and may pose a suffocation hazard 
for children. When large areas of the body are covered with 
an occlusive dressing, thermal homeostasis may be im- 
paired; if elevation of body temperature occurs, discontinue 
use of the occlusive dressing. 

Since safe use in pregnant females has not absolutely been 
established, in pregnant patients, topical stercids should 
not be used extensively, in large amounts, or for prolonged 
periods of time. 

Adverse Reactions: Burning, itching, irritation, dryness, fol- 
liculitis, hypertrichosis, acneform eruptions, and hypopig- 
mentation. More frequently with occlusive dressings than 
without: maceration of the skin, secondary infection, skin 
atrophy, striae, and miliaria. Contact sensitivity to a par- 
ticular dressing or adhesive. 

How Supplied: Topical DECADERM (Dexamethasone, MSD) in 
15-g and 30-g tubes. 

For more detailed information, consult your M MSD D 


MSD representative or see full prescribing in- MERCK 
formation. Merck Sharp & Dohme, Division of 
Merck & Co., Inc., West Point, Pa. 19486 OEM 


First shampoo with Benzoyl Peroxide 


Adjunctive therapy in acne to provide antiseptic 
cleansing, drying and degreasing of 

hair and scalp with 

less frequent shampooing. 


Now you can prescribe an effective shampoo to 
clean and degrease the oily hair and scalp so often 
assciated with acne. Because they're formulated 
witL benzoyl peroxide, PanOxyl Shampoo Regular 
and PanOxyl Shampoo Strong are logical adjuncts 
to wour benzoyl peroxide acne regimen. Because 
thevre prescription shampoos, you control the 
shampoo therapy to maintain the regimen. 
COMPOSITION: 
Par-Oxyl Shampoo Regular contains 1.57 benzoy! 
pere xide, 6% polyoxyethylene lauryl ether, sodium 
lauryl sulfate, colloidal magnesium aluminum sili- 
cate. hydroxypropylmethylcellulose, citric acid, fra- 
graace, coloring and purified water. 

contains 2.5%, benzoy! 





2 minutes. Rinse thoroughly. 
CONTRAINDICATIONS: 

Patents with a known sensitivity to benzoyl per- 
oxide should not employ these medications. 
PR=CAUTIONS: 

For external use only. Avoid contact with the eyes. 
May bleach tinted hair and colored fabrics. 
PACKAGE INFORMATION: 

Par Oxyl Shampoo Regular and PanOxyl Shampoo tres 
Strong are supplied in plastic tubes each contain- Jl 

ing 4.0 oz. 

CAUTION: 

Feeeral law prohibits dispensing without a pre- 

scription. 
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perexide, 6%, polyoxyethylene lauryl ether, sodium a 
laus] sulfate, colloidal magnesium aluminum sili- wem 
cate, hydroxypropylmethylcellulose, citric acid, fra- ^ bee 
graace, coloring and purified water. i= 238 
ACTION AND USES: w i5 
Par-Oxyl Shampoo Regular and PanOxyl Shampoo , "s BP $ i $ 
Strang are antiseptic cleansing and degreasing SE iud H PE: 
formulations for use on hair and scalp. ea 233 = d 53 5: 
INDICATIONS: ft Psi : — i Ziz 
Use wherever an antiseptic, degreasing shampoo : m HH ea sis £ $32 
is required. ig IFR LES Š g š 
“ery E wa (0 
DCSAGE AND ADMINISTRATION: & nt Arei = į 
Ma sage medicated shampoo into wet scalp. Rinse. a ii^ ac E 
Reapply and allow to remain on the scalp for 1 to m Ergi l E f 
"EE IM 
hit à 
| i E | 


PanOxyl 





SHAMPOO 





bleach tinted ^?" 


M STIEFEL 
Logical Dermatologicals Since 1847 


STIEFEL LABORATORIES, INC., Oak Hill, New York 12460 





The gentle soap. 


Oilatum Soap is an ideal skin cleanser when your patient’s 
skin is dry, sensitive or irritated. 
Its rich, oil-laden lather soothes 
and lubricates as it cleanses. 

Low viscosity, polyunsaturated vegetable oils penetrate 
into the keratin to leave a protective film after rinsing. 
Oilatum is hypoallergenic, completely lanolin free 
and gentle enough for eczematous and infant skin care. 
The gentle soap is available scented or unscented 
in 4.1 ounce and/or economical 6.2 ounce bars. 


STIEFEL 








For gentle skin care. 
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STIEFEL LABORATORIES, INC. OAK HILL, N.Y. 12460 


ELEGANT 
ZONON D 


A little TOPSYN Gel 
goes along way to stop the 
itch and inflammation of 
all corticosteroid-responsive 
dermatoses. 
Theres no alcohol, no rapid 
evaporation — the TOPSYN base stays 
smooth and easy-spreading. 


Hofer 


A CLEAR DIFFERENC 
a a THER/PY 
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vpersensitivi Oa! ms oes n x | n pregnant | ‘ Palo Alto. California 94304 
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When h pcr keratosis 
is the problem or a barrier 
to therapy... 


Psoriasis 


Ichthyosis 


IGEL g @ 


6% salicylic acid in a gel containing 
propylene glycol (60%) and ethyl 
alcohol ( 19.4%), hydroxypropyl 
cellulose and water. 


Keratosis 


helps remove 
thickened stratum 
corneum and enhances 
other therapy! 


Easy-to-use Keralyt" effectively and safely 
removes thickened keratin. Simply hydrate 
affected area and apply Keralyt gel, using occlusive 
dressing overnight for optimum results. Keraiyt's 
efficacy is an important "first step" when steroids, 
tar and other therapy are necessary. 





Keralyt 


NDC-0072-6500-0- 


CONTENTS: 6% salicylic acid in a gel 
containing propyrene glycol (60%), 
ethyl alcoho! (194%), hydroxypropyl 
cellulose and water. 


ACTION AND USES: 


For Dermatological Use: Keralyt is a 
topical aid in the -emoval of excessive 
keratin in hyperke2ratotic skin disorders, 
including the various ichthyoses 
(vulgaris, sex-lin«ed and lamellar), 
keratosis palmar s and plantaris, 
keratosis pilaris, Dityriasis rubra 

pilaris, psoriasis including body, scalp, 
and palms and soles). Keralyt has been 
reported as helptul.as adjunctive 
therapy for fungal infections. 


For Podiatric Use: Xeralyt is a topical 
aid in the remov.! of excessive keratin 
in dorsal and plantar hyperkeratotic 
lesions. Keralyt Fas been reported as 
helpful as adjunetive therapy for 
verruce plantaris. 


DIRECTIONS FOR USE: The prefer- 
able method of vse is to apply 
thoroughly to the affected area and 
place under occlusion at night. The 
skin should be hydrated for at least 
five minutes pricr to application. The 
medication is weshed off in the 
morning, and if excessive drying 
and/or irritation s observed, a bland 
cream or lotion mey be applied. Once 
clearing is apparert, the occasional use 
of Keralyt will usually maintain the 
remission. In thcse areas where occlu- 
sion is difficult c- impossible, applica- 
tion may be mace more frequently, 
and hydration by wet packs or baths 
prior to applicat or apparently 
enhances the eftEsc.. Unless hands 

are being treatee, rinse hands 
thoroughly following application. 
CONTRAINDIC ATIONS: Not to be 
used in patientsi«krown to be sensitive 
to any ingredier= cf Keralyt. 
PRECAUTIONS |n view of the salicylic 
acid content, use in children under 

12 years of age should be limited to 
no more than ore tube (1 oz.) in 

24 hours. Avoid ccntact with eyes and 
mucous membranes. For external use 
only. Keep this end all medications 
out of reach of chiidren. 


HOW SUPPLIED: Plastic tubes 1 oz. 
(24.8 gm.) 

CAUTION: Federal law prohibits 
dispensing without prescription. 


WESTWOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
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MATOLOGIST 


Group Health Association of Washington, D.C. is ex- 
panding rapidly and is seeking a board eligible or board 
certified physician specializing in Dermatology. 


As one of the oldest and well-established Prepaid 
Group Practices, we are presently serving almost 
100,000 members in Washington, D.C. and suburban Vir- 
ginia and Maryland. 


A career with G. H. A. offers varied clinical experi- 
ence in a medical group which is dedicated to excel- 
lence in primary and specialty medical care; a pleas- 


excellent income and generous benefits including: 
holiday, education, and sabbatical leave; teaching 
time; pension plan, deferred income plan; life, dis- 
ability, malpractice and family health insurances. 


Positions available on or before July 1, 1975. 


For further information, please write or telephone: 


Peter Birk, M.D., Medical Director 
Group Health Association, Inc. : 
2121 Pennsylvania Ave., N.W. 
Washington, D.C. 20037 
202-872-7353 


An Equal Opportunity Employer 


| 
| 
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| 
| 
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| 
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| 
| 
| ant environment; academic and teaching affiliations; 
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A NEW PRESCRIPTION TO 
ASSURE YOUR TRAVELING 
PATIENTS A BON VOYAGE 


The AMA's new booklet, PHYSICIAN’S GUIDE TO 
MEDICAL ADVICE FOR OVERSEAS TRAVELERS, was 
developed to help practicing physicians render pre- 
ventive medical services to traveling patients. 

It provides a weath of information, such as 
| how to protect patients against tropical 
diseases, time zone changes, parasites 
and complications of existing hand- 

icaps. Plus what to advise about 
diets, immunizations, and overseas 
medical care. 


To order your copy (60€ ea.) of this 
new guide, OP-411, write: Order Dept., 
American Medical Association, 535 N. Dear- 
born St., Chicago, Ill. 60610. 
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See next page for summary of prescribing information. 





rsatile 
in. 
practice 


The maay forms of Cordran 
make it use-ul for a variety of 
corticosteraid-responsive 
dermateses. 

The tape offers a unique and 
cosmetically acceptable delivery 
system. Impervious to moisture, 
the tape is especially advantageous 
for dry, scal ng localized lesions. 

It acts as a mechanical splint to 
fissured skia and prevents 
accidental removal of the 
medication. 

Cream Cordran is water- 
miscible and therefore of use in 
moist, weeping lesions. Its 
nonstaining base contains no wax, 
and it is invisible after application. 

Ointment Cordran helps 
soften dry, scaly lesions and is 
paraben-free. 

Lotion Cordran is ideal for 
hairy areas and is well tolerated 
on inflamec skin. 

The half-strength cream and 
ointment p-eparations are 
economical for widespread 
dermatoses. 


When a topical steroid 
is needed. . 


Cordran: 


(flurandrenolide) 


Pr Pre See 


Tees Y T- p. 
Description: Cordran* (flurandrenolide, Dista) is a potent cor- 
ticosteroid intended for topical use. The chemical formula of 
I is 6a-fluoro-16a-hydroxyhydrocortisone 16,17-ace- 
onide. 

Each Gm. of Cream Cordran contains 0.5 mg. (0.05 percent) 
or 0.25 mg. (0.025 percent) flurandrenolide in a base com- 
posed of stearic acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, ethylparaben, glycerin, and purified water. 

Each Gm. of Ointment Cordran contains 0.5 mg. (0.05 per- 
cent) or 0.25 mg. (0.025 percent) flurandrenolide in a base 
composed of white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. (0.05 percent) 
flurandrenolide in an oil-in-water emulsion base composed of 
glycerin, cetyl alcohol, stearic acid, glyceryl monostearate, 
mineral oil, polyoxy! 40 stearate, menthol, benzyl alcohol, and 
purified water. 

Cordran® Tape (flurandrenolide tape, Dista) is a transparent, 
inconspicuous, plastic surgical tape, impervious to moisture. 
Each square centimeter contains 4 mcg. of flurandrenolide 
uniformly distributed in the adhesive layer. The tape is made of 
a thin, matte-finish polyethylene film which is slightly elastic 
and highly flexible. 

The adhesive is a synthetic copolymer of acrylate ester and 
acrylic acid which is free from substances of plant origin. The 
pressure-sensitive adhesive surface is covered with a protec- 
tive paper liner to permit handling and trimming before applica- 
tion. 


Actions: Cordran is primarily effective because of its anti- 
inflammatory, antipruritic, and vasoconstrictive actions. 

Cordran Tape serves as both a vehicle and an occlusive 
dressing. Retention of insensible perspiration by the tape re- 
sults in hydration of the stratum corneum and improved dif- 
fusion of the medication. The skin is protected from scratching, 
rubbing, desiccation, and chemical irritation. The tape acts as 
a mechanical splint to fissured skin. Since it prevents removal 
of the medication by washing or the rubbing action of clothing, 
the tape formulation provides a sustained action. 


Indications: Cordran is indicated for relief of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 

Cordran, Half Strength, 0.025 percent, is recommended for 
economical maintenance therapy of widespread or chronic 
lesions. For initial therapy, full-strength (0.05 percent) prep- 
aratons of Cream, Ointment, or Lotion Cordran may be pre- 
erred. 

The lotion form is especially advantageous in the treatment 
of acutely inflamed lesions. For ease of application and for 
cosmetic reasons, the lotion is also preferred for dermatitis of 
the scalp, eyelid, ear, and intertriginous areas. 

Cordran Tape is indicated for relief of the inflammatory man- 
ifestations of corticosteroid-responsive dermatoses, partic- 
ularly dry, scaling localized lesions. 


Contraindications: Topical corticosteroids are contraindicated 
in vaccinia and varicella and in patients with a history of hyper- 
sensitivity to any of their components. 

Use of Cordran Tape is not recommended for lesions exud- 
ing serum or in intertriginous areas. 


Precautions: If irritation develops, Cordran should be discon- 
tinued and appropriate therapy instituted. 

In the presence of an infection, an appropriate antifungal or 
antibacterial agent should be used. If a favorable response 
does not occur promptly, Cordran should be discontinued until 
the infection has been adequately controlled. 

If extensive areas are treated or if the occlusive technique is 
used, there is a possibility of increased systemic absorption of 
the corticosteroid, and suitable precautions should be taken. 

Although topical corticosteroids have not been reported to 
have an adverse effect on pregnancy, the safety of their use on 
pregnant women has not been absolutely established. There- 
fore, they should not be used extensively, in large amounts, or 
for prolonged periods of time on pregnant patients. 

These products are not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have 
been reported with topical corticosteroid formulations: 


Acneform eruptions Hypertrichosis 
Burning Hypopigmentation 
Dryness Irritation 
Folliculitis Itching 


The following may occur more frequently with occlusive 
dressings (such as Cordran Tape): 
Maceration oftheskin Skin atrophy 
Miliaria Striae 
Secondary infection 
In addition, the tape vehicle may cause purpura and strip- 
ping of the epidermis. 


Administration and Dosage: 

Cream, Ointment, or Lotion —For moist lesions, a small quan- 
tity of the cream or lotion should be rubbed gently into the 
affected areas two or three times a day. For dry, scaly lesions, 
the ointment is applied as a thin film to affected areas two or 
three times daily. 


Use with Occlusive Dressings 

The technique of occlusive dressings (for management of 
psoriasis and other persistent dermatoses) is as follows: 

1. Remove as much as possible of the superficial scaling 
before applying Cordran. Soaking in a bath will help soften the 
scales and permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected areas. 

3. Cover with an occlusive plastic film, such as polyethylene, 
Saran Wrap™, or Handi-Wrap”. (When Cordran cream or lotion 
is used, added moisture may be provided by placing a slightly 
dampened cloth or gauze over the lesion before the plastic film 
is applied.) 

4. Seal the edges to adjacent normal skin with tape or hold 
in place by a gauze wrapping. 


5. For convenience, the patient may remove the dressing 
during the day. The dressing Should then be reapplied each 
night. 

6. For daytimetherapy, the condition may be treated by rub- 
bing Cordran sparingly into the affected areas. 

7. In more resistant cases, leaving the dressing in place for 
three to four days at a time may result in a better response. 

8. Thin polyethylene gloves are suitable for treatment of the 
hands and fingers; plastic garment bags may be utilized for 
treating lesions on the trunk or buttocks. A tight shower cap is 
useful in treating lesions on the scalp. 

Occlusive Dressings Have the Followmg Advantages —1. Per- 
cutaneous penetration of the corticesteroid is enhanced 

2. Medication is concentrated on the areas of skin where it 
is most needed. 

3. This method of administration frequently is more effective 
in very resistant dermatoses than is the conventional applica- 
tion of Cordran. 

Precautions to Be Observed in Therapy with Occlusive Dressings 
— Treatment should be continued for at least a few days after 
clearing of the lesions. If it is stopped too soon, a relapse 
may occur. Reinstitution of treatment frequently will cause re- 
mission. 

Because of the increased hazard cf secondary infection 
from resistant strains of staphylococci among hospitalized 
patients, it is suggested that the use of occlusive plastic films 
for corticosteroid therapy in such cases be restricted. 

Generally, occlusive dressings should not be used on weep- 
ing, or exudative, lesions. 

When large areas of the body are covered, thermal homeo- 
Stasis may be impaired. If elevation of body temperature 
occurs, use of the occlusive dressing should be discontinued 

Rarely, a patient may develop miliaria. folliculitis, or a sensi- 
tivity to either the particular dressing material or a combinatior 
of Cordran and the occlusive dressing. !f miliaria or folliculitis 
occurs, use of the occlusive dressing should be discontinued 
Treatment by inunction with a corticosteroid such as Cordrar 
may be continued. If the sensitivity is caused by the particula: 
material of the dressing, substitution of a different materiai 
may be tried. 

Warnings — Some plastic films are readily flammable. Patients 
should be cautioned against the use of any such material. 

When plastic films are used qn infants and children, the per 
sons caring for the patients must berreminded of the danger ot 
suffocation if the plastic material accidentally covers the face 

Cordran Tape — Replacement of the tape every twelve hours 
produces the lowest incidence of adverse reactions, but it 
may be left in place for twenty-four hours if it is well tolerated 
and adheres satisfactorily. When necessary, the tape may be 
used at nighttime only and removed during the day. 

If ends of the tape loosen prematurely, they may be trimmed 
off and replaced with fresh tape. 

The directions given below are included on a separate pack- 
age insert for the patient to follow unless otherwise instructed 
by the physician. 


APPLICATION OF 
MEDICATED TRANSPARENT TAPE 







IMPORTANT: Skin should be clean and dry before tape is 
applied. Tape should always be»cut, never torn. 


| 
| 


DIRECTIONS FOR USE 


1. Prepare skin as directed by your physician or as follows: 
Gently clean the area to be covered to remove scales, crusts. 
dried exudates, and any previously used ointments or creams. 
A germicidal soap or cleanser should 5e used to prevent the 
development of odor under the tape. Shave or clip the hair in 
the treatment area to allow good contact with the skin and com- 
fortable removal. If shower or tub baths are to be taken, they 
should be completed before the tape is applied. The skin 
should be dry before application of the tape. 

2. Remove tape from package and cut a piece slightly larger 
than area to be covered. Round off corners. 

3. Pull white paper from transparent tape. Be careful that 
tape does not stick to itself. 

4. Apply tape, keeping skin smooth. press tape into place. 
REPLACEMENT OF TAPE 

Unless instructed otherwise by your physician, replace tape 
after twelve hours. Cleanse skin and allow it to dry for one 
hour before applying new tape. 


IF IRRITATION OR INFECTION DEVELOPS. REMOVE TAPE AND CON- 
SULT PHYSICIAN 


How Supplied: Cream and Ointment Cordran* (Fluran- 
drenolide, N.F.), 0.05 percent, in 7.5, 15, and 60-Gm. tubes 
and in 225-Gm. jars. 

Cream and Ointment Cordran* (Flurandrenolide, N.F.), Half 
Strength, 0.025 percent, in 30 and 60-Gm. tubes and in 225- 
Gm. jers. 

Lotion Cordran™ (flurandrenolide, Dista), 0.05 percent, in 
15 and 60-ml. plastic squeeze bottles 

Cordran" Tape (flurandrenolide tape, Dista), in Small Rolls 
24 inches long and 3 inches wide (60 cm. x 7.5 cm.) and in 
Large Rolls 80 inches long and 3 inches wide (200 cm. x 7.5 
cm.). Directions for the patient are included in each package 
of Cordran Tape. 
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Amongats o'her functions, vitamin A 
is important in maintenance of epi- 
thelial structures"? and deficiency of 
this vitamin may cause certain skin 
conditions tnat begin with dryness, 
roughness, and itching of the skin of 
the whole body. Lesions may begin 
on the thighs and upper forearms 
and spread’ “Histologic examination 
shows hyperplasia and hyperkera- 
tinization of the related epithelium 
aroundthe hair follicles, together with 
metaplastic changes of the sweat 
ducts amd degeneration of the glands, 
accounting for the dryness of the 
skin’? As might be expected, such 
skin lesions associated with vitamin 
A deficiency will respond to therapy 
with this vitamin ^ ° 


"When givem 50,000 units of absorb- 
able vitamir A per day, the patient's 
skin becomes soft and moist in 2 
weeks. .exfcliation of the papules and 
extrusion ofthe hyperkeratotic plugs 
occurs occasionally in a month, and 
a cure is complete in 2 or 3 months" 


...an 
under- 


lying 
cause 





Long-term administration of massive 
doses, however, must be warned 
against since this is potentially toxic? 


When hyperkeratotic skin conditions, 
eczemas, and excessively dry skin 
are due to vitamin A deficiency, 
AQUASOL A provides vitamin A, wa- 
ter solubilized by a special process* 
to afford better absorption and utiliza- 
tion than oily vitamin preparations. 
AQUASOL A is especially valuable 
in patients in whom the absorption or 
utilization of fats and fat-soluble vita- 
mins may be impaired. 


1. Goodhart, R.S., in Modern Nutrition in Health and 
Disease (Wohl. M. G. and Goodhart, R.S., eds.), ed. 4, 
Philadelphia, Lea & Febiger. 1968, pp. 222-223. 


2. Council on Foods and Nutrition: Roels, O.A.: JAMA 
214: 1097, 1970. 


3. Krehl, W. A., in Modern Nutrition in Health and Dis- 
ease (Wohl, M. G. and Goodhart, R S ae ed. 4, 
Philadelphia, Lea & Febiger. 1968, p. 964 


*Oill-soluble vitamin A water solubilized with sorethytan 


oleate: covered by U.S. Patent No. 2,417,299 


Aquasol A 


(water-miscible vitamin A) 


PHARMACEUTICALS 


USV PHARMACEUTICAL CORP 
Tuckahoe, N.Y. 10707 


of some 
conditions that 
start as “dry skin” 


AQUASOL* A CAPSULES 
(water-miscible vitamin A) 

25,000 I.U. (7.5 mg.) 

50,000 I.U. (15 mg.) 


Indication: Vitamin A deficiency. Contrain- 
dications: Hypervitaminosis A, hypersen- 
sitivity. Warnings: Avoid overdosage. Safety 
of amounts exceeding 6,000 I.U. daily dur- 
ing pregnancy has not been established. In 
reproduction studies ofsseveral animal spe- 
cies, fetal abnormalities have -been dem- 
onstrated following overdosage. Precau- 
tions: Prolonged use of more than 25,000 
I.U. daily should be careful'y supervised. 
Women on oral contraceptives have shown 
a significant increase in plasma vitamin A 
levels. Adverse Reactions: Usually associ- 
ated with overdosage (Hypervitaminosis A 
syndrome) —fatigue, malaise. lethargy, ab- 
dominal discomfort, anorexia, vomiting. 
slow growth, hard tender cortical thickening 
over radius and tibia, migratory arthralgia, 
premature closure of epiphysis; fissures of 
lips, drying and cracking of skin, alopecia. 
scaling, massive desquamation, increased 
pigmentation; hypomenorrhea, hepato- 
splenomegaly, jaundice, leukopenia, vita- 
min A plasma level in-excess of 1200 |.U./ 
100 cc. See PDR for dosage and other 
prescribing information. How Supplied: 
90,000 |.U./capsule, bottles of 100 and 
900; 25,000 |.U./capsule, bottles of 100. 
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e get worse 
um gets better 


To encourage greater patient cooperation, consider efective 
Pernox® Scrub. 


e Dries and desquamates skin with a high degree of sefety 
and flexibility. 


e Predictable and controllable therapy for efficacy... without 
undue irritation to the skin. 


Noticeably rapid improvement. 


e Outstanding patient acceptance and cooperation...skin 
feels smooth after each washing. 


e Indicated in grades |, II, and selected cases of grade III acne. 








Contains: 

Microfine granules of polyethylene in sEBULYTIC* brand-of 
soapless cleansers and wetting agents. Also 296 sulfur. 
1.596 salicylic acid. 





r m the therapeutic scrub € 
. cod cleanser of choice 2 


" v 
s = « 


Supplied: 

2 and 4 oz. plastic 
tubes, ~egular or 
lemor-scented. 


Pernox® 





Lathering Scrub Cleanser 
Regular/Lemon 


WESTWOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 


In Canada, Belleville, Ontario K8N 1E 2 ©1975 W® INC 





Original Contributions 


Skin Changes Secondary to 


Hydroxyurea Therapy 


B. J. Kennedy, MD; L. Robert Smith, MD; Robert W. Goltz, MD 


Hydroxyureais an effective agent in the 
treatment of chronic myelogenous leuke- 
mia. The toxie reactions have included 
myelosuppression and megaloblastosis. 
During leng-term maintenance therapy, 
dermatologic alterations occurred in 
seven of 20 pasients and consisted of par- 
tial alopecia, increased pigmentation, 
scaling, atrophy of the skin and subcuta- 
neous tissues. nail changes, and ery- 
thema of the ce and hands. The histo- 
logic changes were similar to those seen 
in lichen plenus. These observations 
were a factor leading to the use of hy- 
droxyurea in *»e treatment of psoriasis. 


ydroxyuma is an antitumor agent 
that hes attained an important 

role in the management of chronic 
myelogenous. leukemia.’* Hydroxy- 
urea therapy can result in a consist- 
ent decrease to normal of elevated 
white biood «ell (WBC) counts and 
thromboeytosis, correction of anemia, 
disappearane of splenomegaly, and 
improvement in the appearance of 
the bone mazrow. Hydroxyurea has a 
rapid action in inducing leukopenia. 
It is effective in treating chronic 
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myelogenous leukemia refractory to 
busulfan therapy, but it does not pre- 
vent the development of the acute 
blastic phase of chronic myelogenous 
leukemia, hemolysis, or myelofibrosis. 

During the administration of hy- 
droxyurea, the occurrence of mega- 
loblastosis has been noted con- 
sistently? Laboratory studies dem- 
onstrated that hydroxyurea  spe- 
cifically inhibits the synthesis of DNA 
in various systems.’ The data suggest 
that multiple sites of action are in- 
volved.* The chief systemic reaction 
noted during hydroxyurea therapy 
has been a reversible myelosuppres- 
sion. 

During an investigation of the ef- 
fectiveness of hydroxyurea in 20 
patients with chronic myelogenous 
leukemia, an unusual dermatologic al- 
teration was noted. This included par- 
tial alopecia, increased pigmentation, 
scaling, atrophy of the skin and sub- 
cutaneous tissue, nail changes, and 
erythema of the face and hands.? This 
reaction appeared to occur with long- 
term continuous maintenance therapy. 
Because of the implication of this re- 
action and the subsequent use of hy- 
droxyurea in the treatment of pso- 
riasis, a review of the dermatologic 
alterations in these patients was un- 
dertaken. 


PATIENTS AND METHODS 
Hydroxyurea was administered to 20 pa- 


tients with chronic myélogenous leukemia.* 
An initial orally administered dose of 50 
mg/kg/day was given in two divided 
doses. This was followed by a rapid de- 
crease in the WBC count to normal, with 
rapid recovery from bone-marrow suppres- 
sion following discentinuance of the hy- 
droxyurea. Maintenance therapy at 20 
mg/kg/day was required to maintain con- 
tinuing suppression of the WBC count. Ad- 
justments in the daily-dose schedule were 
made, as indicated by the level of the 
weekly WBC count, with the goal of main- 
taining the count between 4,000 and 12,000 
cells/eu mm. 

In this series, ten patients had been 
treated with busulfan and were no longer 
responsive to treatment with this drug. In 
the other ten patients, the diagnosis of leu- 
kemia had been recently established and 
no anti-tumor therapy had been adminis- 
tered. 


REPORT OF CASES 


As a result of hydroxyurea therapy, the 
WBC count decreased to normal in all pa- 
tients, the anemia was corrected to greater 
than 12 gm/100 ml in 12 of 16 patients 
with anemia, splenomegaly decreased 
more than 90% in 18 of 20 patients, the 
number of platelets decreased to a normal 
level in all 11 patients with thrombocytosis, 
and bone-marrow improvement occurred 
in all patients studied. 

In this investigation, systemic reactions 
to hydroxyurea therapy consisted of a very 
mild anorexia at the onset of therapy, the 
expected bone-marrow suppression, consist- 
ent asymptomatic megaloblastosis, and de- 
velopment of a urie acid stone in one pa- 
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Color Fig 1.—Lichen planus-like drug 
eruption secondary to hydroxyurea ther- 
apy (Case 1). 


Color Fig 2.—Hyaline bodies demon- 
strated by PAS stain in papillary dermis as 
well as in basal cell layer of epidermis 
(original magnification x 100). 





Color Fig 3.—Mottled atrophic lesions 


on dorsum of hand and spindle-like thick- 
ening of fingers secondary t» hydroxyurea 
therapy (case 2). 





Color Fig 4.—Atrophy of skin of heel due 
to hydroxyurea therapy (case 2). 


Color Fig 5.—Brittle atrophic nails and 
scaling occurring during continuous hy- 
droxyurea therapy. 


Color Fig 6.—Hydropic degeneration of 
basal cell layer and PAS-positive hya- 
linized bodies dropping off basal layer into 
upper dermis, representing hydroxyurea- 
induced skin changes (case 3) (original 
magnification x 100). 





' + 


`; 


Fig 1.—Hyperkeratosis and hypergran- 
ulosis, with loss of staining intensity of 
basal cell layer of epidermis. Minimal 
inflammatory reaction is seen in upper 
epidermis (hematoxylin-eosin, original 
magnification x 100). 
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Fig 2.—Severe hydropic degeneration of basal cell layer of epidermis. Hyaline body is 
seen in upper epidermis resembling Civatte bodies of lichen planus (hematoxylin-eosin, 
original magnification » 300). 
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Fig 3.—Hypercranulosis, hydropic degeneration of basal cells, and loss of staining of 
germinative ces of epidermis (case 2) (hematoxylin-eosin, original magnification 


x 300). 


tient. Dermatol@ic alterations occurred in 
seven of the 20 patients. 

The skin chaages developed after sev- 
eral years of maintenance therapy with 
hydroxyurea. Ir four patients, there was 
dry skin, with alopecia in one of these 
patients and nzil changes in another. In 
three patients, he dermatologic reactions 
were more sev=re; they included partial 
alepecia, increased pigmentation, scaling, 
atrophy of the «kin and subcutaneous tis- 
sue, nail changes, and erythema of the face 
and hands. . 

Case 1.—A 4f-year-old man had chronic 
myelogenous leikemia that was treated 
initially with tydroxyurea. The initial 
WBC count ws 160,000/cu mm, with no 
anemia. The speen was grossly enlarged 
to the leve! of tae umbilicus. There was no 
thrombocytosis. The disease was controlled 
by hydroxyuree therapy for 4% years, but 
the patient die- of acute blastic crisis 4% 
years after the initial diagnosis. 

The patient was maintained on contin- 
ueus hydroxyurea therapy at a dosage of 2 
to 4 gm/day. After three years of contin- 
ueus therapy, |e complained of “chapped 
hands,” which vere worse in dry weather. 
This disorder imcreased in intensity during 
the next six months. At that time, there 
was a violaceo s papular eruption on the 
dersum of botë hands and the left elbow 
(color Fig 1). 

A biopsy spesimen of the skin of the dor- 
sum of the ha.d where the skin changes 
were mos: severe showed flattening of the 
epidermis and severe hyperkeratosis and 
hypergranulosis; the basal cell layer 
showed substartial hydropic degeneration, 
so that the basal cells were almost com- 
pletely absent 1a rather extensive area of 
the epidermis. In these areas, the viable 
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portion of the epidermis was reduced in 
overall thickness. 

There was moderate edema of the papil- 
lary corium and a sparse inflammatory in- 
filtrate. Hyaline bodies, slightly larger 
than the surrounding epidermal cells, were 
found in the basal cell layer and also pres- 
ent in the upper dermis (Fig 1 and 2). 
These resembled the Civatte bodies of li- 
chen planus. Like Civatte bodies, they 
were PAS-positive and were particularly 
well-demonstrated by this stain (color Fig 
2). 

The patient was observed during the fol- 
lowing year; during this time, there was no 
important change in the cutaneous lesions. 
At that time, he struck the back of his 
hand against a typewriter and an ulcer de- 
veloped. The ulcer became secondarily in- 
fected, and the skin broke down rapidly, 
requiring the patient to be admitted to the 
hospital. Later, a similar ulcer appeared 
on the dorsum of the opposite hand. Hy- 
droxyurea therapy was then discontinued 
for several months, and the ulcers gradu- 
ally healed, leaving an atrophic pigmented 
skin. Following discontinuance of hydroxy- 
urea therapy, the leukemia was not con- 
trolled by other therapies; there followed 
rapid development of myelofibrosis, acute 
blastic erisis hemolysis, and death. 

CasE 2.—A 45-year-old woman had 
chronie myelogenous leukemia. The initial 
WBC count was 117,000/cu mm, the hemo- 
globin value was 10 gm/100 ml, and the 
spleen was palpable two finger breadths 
below the costal margin. The patient was 
initially treated with hydroxyurea, with 
complete remission of the disease. Control 
of the disease was maintained by hydroxy- 
urea therapy for 7!^ years, but the patient 
died at the end of eight years in acute blas- 


tic crisis. During the course of the disease, 
myelofibrosis developed. 

During the third year of the illness, 
while continuous hydroxyurea treatment 
in doses of 1 to 2 gm/day was being 
maintained, skin changes appeared and in- 
creased to a maximum during the fourth 
year of therapy. They consisted of general- 
ized hyperpigmentation, especially in the 
areas of pressure on the back. On the dor- 
sum of the hand, there were mottled, pink, 
atrophic-appearing lesions resembling 
those of atrophic lichen planus (color Fig 
3). Similar changes were noted on the heels 
of both feet, with thinning of the skin 
(color Fig 4), but milder changes were 
present in the skin of the cheeks. 

In addition to the cutaneous changes, 
there was spindle-like thickening of the 
fingers resembling rheumatoid arthritis 
and nonpitting swelling of the face and 
legs. 

A biopsy specimen of the skin of the 
hand generally showed atrophic skin, with 
overall thinning of the epidermis and also 
some apparent attenuation of the collagen 
fibers. The epidermal changes varied from 
place to place. In one area, there was hy- 
perkeratosis, hypergranulosis, saw-toothed 
configuration of the epidermis reminiscent 
of that seen in lichen planus, and severe 
hydropic degeneration of the basal cell 
layer. Beneath this area, there was edema 
of the corium and a moderate inflamma- 
tory infiltrate consisting of round cells that 
infiltrated into the overlying epidermis in 
the manner characteristic of lichen planus 
(Fig 3). 

In another area, there was more severe 
atrophy of the epidermis, with thinning of 
the rete ridge to two or four cell layers. 
Again, there was marked hydropic degen- 
eration of the basal eell layer in this area, 
so that it was almost completely absent in 
some places. A few hyalinized eosinophilic 
bodies resembling Civatte bodies were 
seen in the epidermis. There also was 
edema of the papillary corium and a min- 
imal round-cell infiltrate. The changes 
were suggestive of atrophic lichen pla- 
nus or lupus erythematosus. Beneath the 
atrophic area, there were some cells con- 
taining brown pigment, indicating that 
there had been dropping off of melanin 
into the dermis. In addition, PAS-positive 
hyalinized bodies were seen in the papil- 
lary portion of the corium. : 

Because of the progression of the cuta- 
neous changes, administration of hydroxy- 
urea was changed to an intermittent 
schedule; 80 mg/kg/day was given as a 
single, orally administered dose on two 
days of each week and each dose was sepa- 
rated by at least a two-day interval. With 
the institution of this intermittent-therapy 
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program, the cutaneous changes on the 
hands and heels improved but did not com- 
pletely disappear. There was less edema of 
the face and legs and decrease in the spin- 
dling of the fingers. The pigmentation did 
not change. 

CasE 3.—A 42-year-old woman with 
chronic myelogenous leukemia was ini- 
tially treated with hydroxyurea. The leuko- 
cyte count was 775,000/cu mm, the hemo- 
globin value was 5.2 gm/100 ml, the 
platelet count was 882,000/cu mm, and the 
spleen filled the entire left side of the ab- 
domen, extending to the right of the mid- 
line in the lower part of the abdomen. 

Complete remission of the leukemia was 
induced, and control of the disease was 
maintained by continuous treatment with 
hydroxyurea, with daily doses ranging 
from 1.0 to 3.0 gm. Therapy was continued 
for six years, but the patient died at the 
seventh year with progressive myelofi- 
brosis. 

Approximately four years after the on- 
set of hydroxyurea therapy, the patient 
noted pruritus and dryness of the skin. 
Examination showed atrophy of the skin 
on the dorsum of both hands and brittle, 
atrophie nails. The nail changes were sim- 
ilar to those seen in another patient (color 
Fig 5). 

À biopsy specimen of an area of skin 
presenting the greatest degree of atrophy 
showed hyperkeratosis and  hyper- 
granulosis, a saw-toothed outline of the 
epidermis, and some hydropic degenera- 
tion of the basal cell layer. In this speci- 
men, no inflammation was seen (color Fig 
6). There was increased pigmentation of 
some of the basal cells and in one area, 
moderate edema of the dermis. PAS-posi- 
tive hyalinized bodies were present in the 
upper part of the dermis, but they were 
separated from the epidermis by an intact 
basement membrane and a few strands of 
connective tissue. In at least one place, the 
same bodies were seen lying deeper, but 
still in the papillary corium. 


COMMENT 


Hydroxyurea therapy has proved to 
be an effective treatment for chronic 
myelogenous leukemia. It inhibits the 
synthesis of DNA in various systems, 
resulting in asymptomatic megalo- 
blastosis. Its chief systemic effect is 
reversible myelosuppression. Long- 
term daily therapy was associated 
with an unusual dermatitis character- 
ized by atrophy of the skin, hyper- 
pigmentation, alopecia, scaling, and 
nail changes. 

The introduction of intermittent hy- 
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droxyurea therapy in which the drug 
was administered in a single dose ev- 
ery three days has resulted in a de- 
crease of the toxic reaction in the 
bone marrow but with retention of 
the antitumor effect.' In a subsequent 
series of patients, substitution of the 
intermittent-dosage regimen has re- 
sulted in an absence of development 
of dermatologic changes produced by 
daily-dose long-range therapy. 

The cutaneous eruption secondary 
to the daily administration of hy- 
droxyurea resembles lichen planus. 
Lichenoid eruptions have been re- 
ported to follow therapy with a num- 
ber of drugs or after exposure to 
certain industrial compounds. The 
agents that have been reported to in- 
duce cutaneous disorders closely re- 
sembling lichen planus are as follows: 
Antiarthritic agent 

Gold 
Antibiotie agents 

Tetracycline, streptomycin 
Antimalarial (and congeners) agents 

Quinacrine, chloroquine, quinidine (quin- 

ine isomer) 
Antisyphilitic agents 

Arsenicals, mercury, iodides 
Antituberculous agent 

p-aminosalicyclie acid 
Ataraxic agent 

Phenothiazine 
Color-film developers 

p-phenylenediamine salts, 2-amino-5- 

diethylaminotoluene monochloride 

(CD2), 4-amino-N-diethylanaline sulfate 

(TTS), antimony trioxide 
Diuretic agents 

Chlorothiazide, hydrochlorothiazide 
Respiratory stimulant 

Amiphenazole 
Antimetabolitie agents 

Methotrexate, thorium X | 

The mechanism responsible for 
these eruptions is unknown. The 
agents reported to cause them have 
no common chemical structure. In- 
fectious, emotional, and autoimmune 
factors have been incriminated in the 
past, but there is little evidence to 
support the hypotheses that any of 
these factors are responsible. Histo- 
chemical studies* have not demon- 
strated DNA or RNA in colloid bodies 
or elsewhere, thus discounting the 
theory of viral infection. 

Hydroxyurea is known to be an in- 
hibitor of DNA synthesis, while hav- 
ing little effect on RNA formation or 


protein synthesis.*** Intraperitoneal 
injection of hydroxyurea, 0.5 mg/gm 
body weight, results in loss of about 
6076 of the DNA synthesis of normal 
mouse epidermis, Hydroxyurea is 
known to decrease the binding of car- 
cinogenic hydrocarbons to skin DNA 
and it suppresses experimental can- 
cer production in mouse skin." Doses 
of hydroxyurea that are cytotoxic to 
continuously dividing tissues have 
little effect on cells in normally quies- 
cent tissues.” 

The selective effect of hydroxyurea 
on DNA synthesizing cells may ex- 
plain the hydropic degeneration of 
germinative cells of the epidermis 
and the overall thinning of the skin 
seen both clinically and histologically 
in these patients. The alopecia may 
also be explained by the drug’s selec- 
tive effect on rapidly proliferating 
cells. 

The histologic changes in the epi- 
dermis were similar to those seen in 
lichen planus. Noteworthy was the 
presence, in the lower layers of the 
epidermis and also at varying dis- 
tances beneath it in the papillary der- 
mis, of eosinophilic, hyaline bodies, 
similar to the Civatte bodies of lichen 
planus. As in lichen planus, these 
bodies were PAS-positivé, but dia- 
stase-resistant. 

Hydropie changes in the germina- 
tive layer of the epidermis are char- 
acteristic of a group of disorders 
including lichen planus, lupus er- 
ythematosus, dermatomyositis, and 
poikiloderma of Jacobi. This subject 
has been thoroughly reviewed by Pin- 
kus, and he has included disorders 
showing this alteration under the 
title of the lichenoid tissue reac- 
tions." Enzyme histochemical studies 
by Black and Wilson-Jones demon- 
strated a substantial reduction in res- 
piratory enzyme activity in the epi- 
dermis in cases of lichen planus.” 
Hendren and Pinkus showed suppres- 
sion of mitotic activity in the basal 
layer after application of thorium x.'* 
Pinkus has reported lichenoid epider- 
mal changes from both thorium x and 
methotrexate therapy. Black and Wil- 
son-Jones discussed the possibility 
that in true lichen planus, as well 
as in lichenoid drug reactions, the 
observed changes might be due to re- 
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duced metabolic and germinative ac- 
tivity of basal eells. It seems likely 
that a similar mechanism might ex- 
plain the changes we have observed 
in our patients treated with hy- 
droxyurea. 

Stoughten’’ noted the appearance 
of necrotic nuclei in the basal cell 
layer of the epidermis of rodents 
treated with hydroxyurea or cytara- 
bine, and Smith and Gelfant have 
reported the production of similarly 
damaged eells in psoriatic epidermis 
of patients treated with either meth- 
otrexate or hycroxyurea.'* 

As a by-product of cancer research, 
the toxic reactions caused by anti- 
tumor agents have been utilized in 
the treatment of nonmalignant dis- 
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eases. Because hydroxyurea is a selec- 
tive inhibitor of DNA synthesis and 
since the S phase of the cell cycle has 
a higher rate of RNA synthesis in 
psoriasis,’ hydroxyurea is being in- 
creasingly used in the management 
of psoriasis. Preliminary studies in 
this laboratory demonstrated that 
hydroxyurea produced objective im- 
provement in this disease.” Further 
studies have defined the role of hy- 
droxyurea in the management of pso- 
riasis."-? No irreversible hepatic or 
bone marrow damage has occurred, as 
is seen with methotrexate therapy for 
the same disease. 

It is important to note that the cu- 
taneous effects we have observed 
have followed long-term adminis- 
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tration of hydroxyurea doses larger 
than those used in the treatment of 
psoriasis. It seems unlikely, therefore, 
that these effects will be observed 
in psoriasis patients under treatment 
with this drug. Nevertheless, it is pos- 
sible that even low doses of hydroxy- 
urea, if administered long enough, 
might result in similar changes in the 
skin. For this reason, we believe it 
worthwhile to report this cutaneous 
side effect of hydroxyurea therapy. 
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Livedo Vasculitis 


(The Vasculitis 


of Atrophie Blanche) 


Immunohistopathologic Study 


Arnold L. Schroeter, MD; Jose L. Diaz-Perez, MD; 
Richard K. Winkelmann, MD, PhD; Robert E. Jordon, MD 


Hyalinizing segmental vasculitis or 
livedo vasculitis (atrophie blanche) is a 
clinical entity with a distinctive immuno- 
histopathologic morphology that can be 
distinguished from other forms of cutane- 
ous vasculitis by histologic and direct 
immunofluorescent studies. Our studies 
showed that immunoglobulins and com- 
plement components (C1q, C3, and pro- 
perdin) were localized in diseased vessel 
walls, suggesting an immune pathogen- 
esis. 


trophie blanche en plaque was 
first described by Milian’ in 1929 

as smooth, ivory-white, plaquelike 
areas surrounded by hyperpigmented 
borders and telangiectatie blood ves- 
sels occurring on the legs and ankles. 
Unfortunately, Milian did not de- 
scribe the histopathologic patterns. 
Although lesions were seen in middle- 
aged women who had vascular dis- 
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orders and  associatel cutaneous 
changes, Milian believec that the dis- 
ease was due to syphilis Many of the 
lesions were seen in patients with 
varicosities; the end-stage of the dis- 
ease was atrophic, porcelain-white, 
stellate scars. 

In 1956, Feldaker and associates: 
described 12 patients w:th livedo re- 
ticularis who had ulcers that recurred 
during the winter and summer. These 
patients had livedo reticularis of the 
lower extremities, and the recurrent 
ulcers were on the ank es and feet. 
Some patients had secondary scarring 
of lesions that could be described as 
atrophie blanche. The histopathologic 
finding of the ulcers, as noted by Fel- 
daker et al, was a hyalinization of 
vessels not only in the lower dermis 
and panniculus but also in the mid- 
dermis and, in some, in che papillary 
dermis. Most patients had hemorrhage 
as well as new vessel proliferation, 
with minimal perivascu ar, lympho- 
cytic, or polymorphonuclear infil- 
tration. 

Despite other opinions, Gougerot 
et al* regarded atrophie »lanche as a 
capillaritis. The histopataologic find- 
ings of atrophie blanche were first de- 
scribed in 1955 by Nelson.‘ The epi- 
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dermis was thm and had loss of the 
papillary ridging. The upper dermis 
was edematous and hemorrhagic and 
contained clumps of new capillaries. 
Other upper de-mal vessels had thick- 
ened hyalinized walls, and their tu- 
nica intima was thickened with endo- 
thelial cell edema and hyalinization 
with occlusion. Deeper vessels in the 
dermis and paaniculus had thickened 
hyalinized wals with occlusion. A few 
perivascular pelymorphonuclear cells 
and lymphocytes were seen. 

Gray et al; in their review of ten 
cases, described the lesions as telan- 
giectatic purparic areas with central 
ulcers pregressing to atrophic scars. 
They, toa, described histopathologic 
changes consisting of the presence of 
fibrinoid material in the stroma of the 


superficial blood vessels and infarc- 
tion of the epidermis. They also noted 
hyalinization of the papillary dermal 
vessel as well as of the middermal 
and lower dermal vessels. Despite the 
extensive vasculitis with leaking of 
erythrocytes, there was a striking ab- 
sence of neutrophilic and lymphocytic 
infiltrates. Bard and Winkelmann,’ 
Winkelmann, and  Pierard and 
Geerts* complemented this descrip- 
tion, describing segmental hyaliniza- 
tion of dermal vessels in a case of 
livedo vasculitis in which there were 
similar histopathologic findings; how- 
ever, the blood vessel involvement 
was predominantly in the middermal 
and the lower dermal vessels. 
Lesions of atrophie blanche are the 
atrophic scars caused by infarctive le- 


“able 1.—Characteristics of Antihuman Conjugates Used 
for Immunofluorescent Studies 


F/P Ratios* 
Weight Molar 


Specificity ot 
Conjugates 


Anti-IgM 
Anti4gA 
Antifibrin 


* Ratio ef fluc-escein to protein. 
t Antibody pretein. 


Antibody Assays 
AB, mg/mlt 


Dilutions 


Unitst for IF Tests$ 





tUnitage determinations were performed in gel diffusion (Ouchterlony) by standard 


methodolcay.? 
§ IF indicates immunofluorescent. 


Table 2.—esults* of Direct Immunofluorescent Staining of Biopsy Specimens 
of Skin Lesions of 15 Patients With Livedo Vasculitis 


IgA IgM 
ms = 
ND ND 

ND 

ND 


-+ 


* Intensity cf fluorescence graded as follow: +, ++, 


intensity: —, mo fluorescence; ND, not done. 


Arch Dermatc /Vol 111, Feb 1975 


C3 C1q Properdin Fibrin 
Ter ND ND ea 
ND ND 
+++ 
+++ 





and +++ indicate increasing 


sions of the skin of the legs, ankles, 
and dorsum of the feet; livedo reticu- 
laris as well as varicosities and other 
vascular disorders may have a role in 
causing these lesions. In eases with- 
out obvious secondary cause, such as 
the ulceration of varicosities or stasis, 
the lesions of the atrophie blanche 
seemed to be the result of vasculitis. 
We studied the immunohistopatho- 
logic features of vasculitis of atrophie 
blanche found in the presence of im- 
munoglobulins and complement com- 
ponents as a definitive immuno- 
fluorescence vessel pattern. 


SUBJECTS AND METHODS 


Between 1969 and 1973, 15 patients with 
the clinical and histopathologie diagnosis 
of livedo vasculitis were seen at the Mayo 
Clinic. Diagnostic criteria were based on 
the presence of a painful petechial erup- 
tion associated with infarctive ulcers of 
the legs, ankles, and dorsum of the feet. In 
many patients, the appearance of the re- 
current lesions progressed to a porcelain- 
white scar, typical of atrophie blanche. The 
histopathologic criteria for diagnosis were 
those defined by Bard and Winkelmann’ in 
1967 and extended by Winkelmann in 1972. 
These criteria included the presence of a 
hyalinizing vasculitis with hemorrhage 
characterized by minimal perivascular 
lymphocytic infiltrate and the absence of 
polymorphonuclear infiltrate and leuko- 
cytoclasis. An infarctive pattern was 
marked by hyalinized, thickened media, 
with pronounced endothelia! proliferation 
and occlusion. Biopsy specimens were 
taken from all patients by using either a 5- 
mm punch or two 4-mm punches simulta- 
neously. Skin tissue was bisected, and 
specimens were simultaneously submitted 
for fixation with 10% formaldehyde and for 
immediate freezing in liquid nitrogen and 
storage at —70 C for immunofluorescent 
studies. Formaldehyde-fixed tissue sec- 
tions were submitted for staining with 
hematoxylin-eosin as well as for histo- 
chemical studies using Smith elastic- 
Giemsa, PAS, and Alcian blue stains. 

Direct immunofluorescent staining of 
skin biopsy specimens was performed by a 
method previously outlined,’ using mono- 
specific conjugate antiserum to IgG, IgM, 
IgA, C3, and fibrin. Skin biopsy specimens 
were also stained for Clq, C3 proactivator 
(C3PA), and properdin using a modified in- 
direct immunofluorescent procedure that 
has been outlined recently by Provost and 
Tomasi” and Rothfield et al" More specif- 
ically, skin sections were first treated with 
rabbit anti-Clq and rabbit anti-C3PA, fol- 
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Fig 1.—Immunofluorescent staining of skin biopsy specimens of patients with vascu- 
litis of atrophie blanche. Top left, Deposition of IgG in deep dermal vessel wall ( x 250); 
right, deposition of IgM in papillary dermal vessels ( x 250). Center left, Papillary dermal 
vessels staining for fibrin, with complete occlusion ( x 250); right, deposition of C1q in 
deep dermal vessel wall ( x 250). Bottom left, Deposition of C3 in papillary dermal vessel 
wall ( x 250); right, deposition of properdin in deep dermal vessel wall ( x 250). 
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lowed by treatment with conjugated goat 
antirabbit IgG as a second step of the pro- 
cedure. A similar procedure was followed 
when goat antioroperdin was used, except 
that conjugate rabbit antigoat IgG was 
employed. Both antisera were used at 1:32 
dilution ir the -mmunofluorescent staining 
procedures. 

Specifie-controls for these modified indi- 
rect immunofluorescent staining proce- 
dures (C3PA and properdin) included im- 
munofluorescert staining of tissues with 
the conjugated antirabbit and antigoat an- 
tisera anc spec#fic absorption of the uncon- 
jugated antisera with C3PA and proper- 
din, and the results have been reported 
previously.” 

Monosrpecific-antiserum to IgG was pre- 
pared and conjugated with fluorescein iso- 
thiocyanate, a-cording to the method of 
Triftshauser snd associates.? Monospe- 
cific antisera t» human IgA, IgM, C3, and 
fibrin were purchased and tested for spec- 
ifieity by bot» immunodiffusion (Ouch- 
terlony methci) and immunoelectropho- 
resis. Ratios of fluorescein to protein, units 


of antiserum, and antibody protein assay ' 


and dilut:ons used for these conjugated an- 
tisera are shown in Table 1. 

Antiserum t» Clq was prepared in rab- 
bits, according to the method of Morse and 
Christian,“ and it was used at a 1:100 dilu- 
tion in the immunofluorescent testing. This 
antiserum coud easily detect Clq activity 
in normal human serum at a 1:200 dilution 
by radial immunodiffusion. 

Antiserum +o C8 proactivator (C3PA) 
was prepared in rabbits and assayed ac- 
cording to the method of Gótze and Müller- 
Eberhard. Tais antiserum was used to 
1:20 dilution s nce it could detect C3PA ac- 
tivity in normal human serum, using im- 
munodiffusiom at a dilution of 1:40. Anti- 
serum to-properdin was prepared in a goat 
after isolating properdin according to the 
method of Pensky et al.'® This antiserum 
was used at a 1:10 dilution in immunofluo- 
rescent testing since it would react with 
properdin at 1:20 dilution in immuno- 
diffusion. 


RESULTS 


The skin sions of 15 patients were 
evaluated by direct immunofluores- 
cent staining of biopsy specimens; all 
15 speeimems had positive immuno- 
fluoreseence demonstrating immuno- 
globulins and complement compo- 
nents im superficial, middermal, and 
deep derma vessel walls. Morphologi- 
cally, depos*ts of all immunoglobulins 
and complement components found in 
the vessel walls were similar and 
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were superimposed in serial sections. 
These were the same vessels that 
showed hyalinization in the hema- 
toxylin-eosin and the PAS-stained 
sections. Intensity of fluorescence did 
not depend on the location of involved 
vessels within the dermis, but there 
was a uniform intensity of stain- 
ing of all vessel walls at all lev- 
els throughout the biopsy specimen. 
These observations confirm previ- 
ously reported data by Schroeter et 
al" 

It was found that IgG was present 
in only six of the 15 patients (Table 2; 
Fig 1, top left). In contrast, IgM was 
found in 13 of the 13 patients studied 
(Fig 1, top right). IgA, however, was 
found in only three of the 10 patients 
studied. When IgA was present, IgG 
and IgM were found concomitantly. 
Fibrin deposition was studied in 12 
patients and was present in 11 (Fig 1, 
center left). 

Complement was found in vessels 
of all lesions studied. In six of seven 
patients Clq was found (Fig 1, center 
right). The third component of com- 
plement (C3) was present in all 13 
cases studied (Fig 1, bottom left). 
Antiserum to human properdin, pro- 
duced later in our studies, was used in 
only seven cases; however, vessel fluo- 
rescence was apparent in four of 
seven cases (Fig 1, bottom right). 

Antiserum to C3PA was used in the 
study of five biopsy specimens, and 
reactivity was negative on each occa- 
sion. This study was not pursued in 
additional cases because initial study 
showed no results. 

Control studies were performed in 
102 eases in which the subjects were 
either normal persons or patients 
with diseases other than livedo vascu- 
litis. Localization of immunoglob- 
ulins, complement components (Clq, 
C3, C3PA, and properdin), and fibrin 
was not seen in the vessel walls of 
skin biopsy specimens taken from the 
patients with various dermatoses, in- 
cluding 15 patients with bullous pem- 
phigoid, 15 patients with dermatitis 
herpetiformis, 10 patients with pem- 
phigus vulgaris, 40 patients with 
lupus erythematosus, and 7 patients 
with lichen planus. In addition, skin 
biopsy specimens from the legs of 15 
human subjects who were without 


known systemic or cutaneous diseases 
also were negative for immuno- 
globulin and complement deposits. 

The histopathologic findings (from 
studies using hematoxylin-eosin- 
stained sections of typical purpuric 
and infarctive lesions) were compared 
with the direct immunofluorescence 
findings. Criteria for original histo- 
pathologic diagnosis depended on the 
demonstration of hyalinizing seg- 
mental vasculitis appearing in the 
middle and lower part of the dermis. 
When it was discovered that the 
papillary dermal vessel walls as well 
as the lower dermal vessel walls dem- 
onstrated immunoglobulins and com- 
plement component deposits, the sec- 
tions stained with hematoxylin-eosin 
were reviewed to determine if the 
papillary dermal vessel walls were af- 
fected. The review showed that of the 
15 lesions studied, seven had papillary 
dermal vessel involvement (Fig 2, 
left). In the lower dermis, vessels 
were small-to-muscular-sized arteri- 
oles (Fig 2, right). Many of the sec- 
tions in the papillary dermis showed 
healing skin, with proliferation of 
new capillary vessels without sub- 
stantial immunofluorescence. 

Correlation between histopatholog- 
ic changes in affected vessels and di- 
rect immunofluorescent findings was 
apparent. Immunoglobulin and com- 
plement components were localized to 
those vessels found to be hyalinized, 
as demonstrated by PAS staining. 
Elastic-Giemsa-staimed sections de- 
lineated the affected vessels of the 
upper part of the dermis as well as of 
the middle and the lower part of the 
dermis that demonstrated fiuores- 
cence. The Alcian blue and PAS 
stains demonstrated hyalinization 
and fibrinoid deposits within vessel 
walls throughout the dermis in each 
of the sections. 


COMMENT 


The concept that livedo vasculitis or 
atrophie blanche is found as the end 
result of vasculitis and infarctive 
ulceration has been well defined his- 
topathologically by many investiga- 
tors.°*'* The hyalinizing vasculitis 
with occlusive vessel disease explains 
the anatomic pathegenesis leading to 
an infarctive painful ulcer that re- 
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solved into an atrophic, porcelain- 
white scar. The cause of this occlusive 
vascular disease is unknown, and only 
recently have studies been performed 
to incriminate a coagulopathy.’ In 
this respect, Cunliffe and Menon,’ 
Gilliam et al,” and others? have dem- 
onstrated increased fibrinolytic activ- 
ity in the tissues of these lesions. | 

The successful use of phenformin 
and ethylestrenol or anticoagulant 
therapy suggests that some vasculitis 
also may be a coagulopathy.?** Nev- 
. ertheless, this does not rule out the 
possibility of an immune-complex 
precipitated coagulopathy. Our im- 
munofluorescent finding of deposits 
of immunoglobulins as well as of com- 
plement components in the walls of 
affected vessels suggests an immune 
pathogenesis. This does not preclude 
a coagulopathy, since it has been 
demonstrated in vitro that Cl and C3 
can be activated by plasmin.?*» 

At the turn of the century, some in- 
vestigators associated vasculitis of 
the legs, ankles, and dorsum of the 
feet and livedo reticularis with infec- 
tious diseases, primarily active tu- 
berculosis and infectious syphilis.'? 
These infectious diseases were con- 
sidered to cause the vasculitis. How- 
ever, because both tuberculosis and 
syphilis have become less frequent 
owing to antibiotic therapy and be- 
cause the incidence of the vasculitis 
has remained essentially the same, 
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Fig 2.—Histopathologic features of vasculitis of atrophie 


blanche. Left, Hyalinizing vasculitis of upper dermal vessels, oc- 
clusion, and dermal hemorrhage (hematoxylin-eosin, Xx 100). 
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the presumed association is no longer 
tenable. 

Later, Feldaker et als and Goltz 
and Smith’ reviewed a number of 
these cases and found that connective 
tissue diseases were associated with 
the livedo reticularis in which sum- 
mer ulceration was a feature. In addi- 
tion, Winkelmann has reported cases 
of livedo vasculitis associated with 
mixed mesenchymal! disease.’ Such a 
clinical association of these diseases 
also suggests that hyalinizing seg- 
mental vasculitis of atrophie blanche 
may be an immune disease. This does 
not obviate the close association of in- 
fectious disease as a cause, as was re- 
ported by earlier investigators. In 
fact, Mycobacterium tuberculosis 
might provide the antigen for an im- 
mune complex, subsequently causing 
vasculitis. 

Two patients in our study had ac- 
tive tuberculosis; because of a con- 
version of the tuberculin skin test, 
a third patient was being treated 
prophylactically with isoniazid. Iso- 
niazid therapy is probably not an 
etiologic factor because two of the pa- 
tients with tuberculosis and vasculitis 
had not been receiving such therapy. 
Interestingly, an additional patient 
had vasculitis and an associated naso- 
pharyngeal carcinoma and recurrent 
nasopharyngeal infections. The seg- 
mental hyalinizing vasculitis dis- 
appeared completely after radiation 





Right, Many vessels demonstrating hyalinization of vessel walls, 
with endothelial cell edema and proliferation (hematoxylin-eosin, 
x 400). 


therapy and has not returned after 


eight years of follow-up. One addi- 


tional patient had an associated up- 
per urinary tract infection, and 
Escherichia coli was cultured from 
the urine, with more :han 100,000 
colonies per milliliter. The association 
of infectious diseases and hyalinizing 
segmental vasculitis with deposits of 
immunoglobulins and complement in 
the vessel wall further supports the 
concept of an immune pathogenesis 
of which bacterial antigens may be 
an integral part. 

The complement compenents found 
superimposed in vessels suggest the 
presence of immune-complex disease 
as well. The Clq staining observed in 
six of seven of our cases indicates in- 
volvement of the classical comple- 
ment pathway. The C3 localization 
also suggests classical pathway acti- 
vation. More interesting is the obser- 
vation that properdin was localized 
in affected vessel walls in four of 
seven cases. The presence of proper- 
din suggests activation not only of 
the classical pathway but also of the 
alternative pathway. This would be 
suspected in an immune-eomplex dis- 
ease because properdin is found in re- 
nal lesions in cases of systemic lupus 
erythematosus and hypoeomplemen- 
temic glomerulonephritis.?* Fur- 
thermore, in the study of Provost and 
Tomasi" and in our study (unpub- 
lished data) of skin lesions of patients 
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with systemic lupus erythematosus, 
dermoepiderma! localization was ap- 
parent not enly of the immuno- 
globulins (Ig ^, IgG, IgM) but also of 
C8PA, properdin, and other comple- 
ment components. 

The absence of C3PA in diseased 
vessel walls in which properdin has 
been found is aot unexpected. The ab- 
sence of C3FA in the presence of 
properdin doe: not preclude alternate 
pathway activation. C3PA is consid- 
ered to represent a fluid-phase en- 
zyme and may be in low concentra- 
tion in tissues and consequently less 
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likely to be demonstrated by immuno- 
fluorescence. 

The presence of fibrin is not un- 
expected because recent studies in 
segment hyalinizing vasculitis of 
atrophie blanche have demonstrated 
fibrinolytic activity.” In fact, fibrin is 
found in many destructive disease 
processes of the skin. Both antigen- 
antibody complexes and endotoxin in- 
crease platelet factor 3 activity." 
Furthermore, antigen-antibody com- 
plexes have been reported to activate 
the Hageman factor,"^ and it has 
been suggested that endotoxin might 
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also do this. In addition, Zimmerman 
et al have demonstrated that in C6- 
deficient rabbits coagulation is de- 
pendent on the presence of C6.” 
Whether in our patients, fibrin or im- 
mune complex (or both) in livedo vas- 
culitis precipitated a coagulopathy, 
with activation of plasminogen and 
other factors, still must be deter- 
mined. 
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Mummified Cutaneous Mixed Tumor 


Georges Tsoftis, MD; Bernard Brisou, MD; Pierre Destombes, MD 


A 34-year-old man had an unusual 
mummified cutaneous mixed tumor that 
developed shortly after trauma. The apo- 
crine type of tumor cells and pilar differ- 
entiation could explain the presence of 
mummification. 


he cutaneous mixed tumor, called 
chondroid syringoma, is rela- 
tively uncommon and occurs most fre- 
quently in adult men. 
Clinieally, it usually appears as 
a small, cutaneous or subcutaneous, 
firm, nonulcerated, painless, solitary 
nodule. It is most frequently located 
on the head and neck and more rarely 
on the limbs and trunk. The clinical 
diagnosis often suggested is cyst or 
nodular basal cell epithelioma. It is 
generally benign and does not recur 
if surgical excision is complete. A true 
malignant cutaneous mixed tumor 
with metastases is extremely rare. 
Histologically, this lesion is charac- 
terized by well-circumscribed epithe- 
lial cell proliferation embedded in a 
modified dermal connective tissue. 
The epithelial cells form solid nests 
and strands as well as tubuloalveolar 
and ductal structures associated with 
horn cysts. Nucleocytoplasmic abnor- 
malities and mitotic figures are gen- 
erally absent. The tumor's appear- 
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ance can sometimes simulate a basal 
cell epithelioma. Connection of tumor 
cells with the epidermis is rare. The 
stroma has an edematous mucoid, 
chondroid, or rarely osteoid appear- 
ance; it is stained by mucicarmine, 
it is reactive with Alcian blue, and 
metachromasia appears with tolui- 
dine blue. 

The mechanism of connective-tis- 
sue changes is not clear. Chondroid 
and mucoid substances could repre- 
sent secretion products of epithelial 
or myoepithelial tumor cells. The tu- 
mor cells that are present in chon- 
droid areas are of an epithelial nature 
in appearance. We studied a patient 
with a post-traumatic partially mum- 
mified cutaneous mixed tumor. As far 
as we know, the mummification of 
this tumor is a very rare occurrence. 


REPORT OF A CASE 


A 34-year-old French man, seen in the 
Department of Dermatology of Ste. Anne 
Hospital, Toulon, on Oct 19, 1972, had a left 
temporal cutaneous tumor of six years’ du- 
ration. The lesion was firm, painless, non- 
adherent with underlying tissues, and mea- 
sured 1 cm in diameter. History showed 
that the tumor developed quickly, three 
weeks after trauma due to. a blow from a 
stick, and had persisted sinee then without 
any change. The lesion was clinically diag- 
nosed as a cyst before surgical removal, 
and there has been no evidence of recur- 
rence. 

Microscopic examination showed a be- 
nign epithelial proliferation localized in the 
dermis and composed of numerous glan- 
dular and ductal structures, some of which 
were dilated (Fig 1). These structures were 
lined by two or more epithelial cell layers. 
The internal one was frequently formed by 


Fig 1.—Glandular and ductal structures, some of which are greatly dilated (hematoxy- 


lin-eosin-saffron, x 31). 
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Fig 2.—Glandular formation lined by secretory epithelium of an apocrine type and os- 
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sified stroma (hematoxylin-eosin-saffron, x 100). 


Fig 3.—Epithelial strand with hair-like germ on right and poral-like formation on left 


(hematoxylin-eosin-saffron, x 230). 


apocrine type epithelium (Fig 2), which in 
some areas showed proliferation of small 
buds with decapitation-type secretion 
changes. The lumina were empty or were 
filled with an amorphous eosinophilic mate- 
rial, and the larger cystic ones contained 
needle-shaped crystals. In addition, there 
were epithelial nests and strands arranged 
in a lacelike pattern, and some of them 
showed adenoid differentiation, clear cells, 
or horn evsts. We also noted some adenoid 
strands with budding, which suggested fe- 
tal hair germs (Fig 3). Some strands con- 
nected with glandular-like cavities and 
hair follicle structures (Fig 4). The epithe- 
lial proliferation was embedded in a loose, 
fibrous, mucoid and locally ossified stroma. 
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A small part of the tumor was formed by 
shadow cells, some of which were calcified, 
with a surrounding macrophagic foreign- 
body reaction (Fig 5). Basophilic-staining 
epithelial cells were absent. The mummi- 
fied and sweat-gland portions of the tumor 
were juxtaposed but not intricated (Fig 6). 


COMMENT 


Of particular interest in this case is 
the presence of shadow cells in a 
sweat gland tumor and its develop- 
ment after trauma. 

Mummification is characteristic of 
Malherbe tumor, or pilomatrixoma,’ 
and pilar origin is generally accepted. 








Fig 4.—Epithelial cord connecting 
glandular cyst with hair'follicle (hematoxy- 
lin-eosin-saffron, x 100). 


Fig 5.—Areas of shadow cells sur- 
rounded by macrophagic foreign body re- 
action (hematoxylin-eosin-saffron, x 100). 


Mummified changes are considered an 
exception in cutaneous mixed tumors. 

We found only two papers in the 
literature concerning mummification 
in eutaneous mixed tumors. Delarue 
et al^ were the first to report such a 
case of a complex cutaneous tumor on 
the face of a 56-year-old man. The le- 
sion was a cutaneous mixed tumor as- 
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Fig 6.—Mummified (at left) changes and 
sweat gland structures of tumor (hema- 
toxylin-eosin-saffron, x 31). 


sociated with Malherbe tumor and ba- 
sal cell epithelioma showing pilar and 
sebaceous differentiation. 

Hirsch and Helwig! described 150 
patients with cutaneous mixed tu- 
mors of the head and neck. They have 
clearly reported the occurrence of het- 
erotopie bone and changes of pilo- 
matrixoma in lesions of chondroid 
syringoma: lesions from 11 of these 
individuals showed basophilic-stain- 
ing epithelium and shadow cells with 
pilar-like structures. Eccrine or apo- 
crine designation of these tumors was 
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not mentioned. 

In our patient, who had a temple 
lesion, the predominant sweat-gland 
component was near shadow cells, 
with some calcification but without 
basophilic-staining epithelium. In 
areas of sweat-gland proliferation, 
some pilar-like structures were also 
observed. 

Pilar differentiation in cutaneous 
mixed tumors is rare, but has been 
reported by Gubareva,’ Kresbach,‘ 
and Miki and Kubo.’ Miki and Kubo 
observed sebaceous differentiation in 
a cutaneous mixed tumor and consid- 
ered that this change represented a 
delayed nevoid tumor of primary epi- 
thelial germ origin, with differ- 
entiation into apocrine glands, hair, 
or sebaceous glands. 

The presence of shadow cells in a 
cutaneous mixed tumor is difficult to 
understand, but observations suggest 
that they originate in pilar-like com- 
ponents that can occur in areas of 
sweat-gland proliferation. The apo- 
crine type of tumor cells found in our 
patient shows its relation to pilar- 
like structures, which favors this hy- 
pothesis. It could be considered that 
these lesions represent adnexal com- 
plex tumors that develop from a pluri- 
potential epithelial germ. 


Another interesting feature in this 
case is the appearance of the lesion 
three weeks after the trauma. Trau- 
ma prior to development of cutaneous 
mixed tumors is rare.''’ The role of 
trauma in tumor genesis is difficult to 
evaluate, but in our case-of cutaneous 
mixed tumor, prior injury is docu- 
mented as a probable cause. 
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Triamcinolone Therapy 


for Pretibial Myxedema 


Pearon G. Lang, Jr., MD; James C. Sisson, MD, FACP; Peter J. Lynch, MD 


In a prospective study, nine patients 
with pretibial rryxedema were treated with 
intralesional iajections of triamcinolone 
acetonide. Ccmplete resolution of the 
myxedematous plaques was obtained in 
seven of the mne patients. The other two 
patients failed to complete their treatment 
programs but fid show partial resolution. 
For most patients the monthly injection of 
8 ml or jess 3f a solution containing 5 
mg/ml o! triamcinolone proved to be the 
most effective dosage schedule. No seri- 
cus side effects were encountered. New 
nodules of myxedema developed in some 
patients after the initial completion of 
therapy; thesemnodules responded to rein- 
jection using the same dosage schedule. 


pure nyxedema, which con- 
sists of ocalized cutaneous accu- 
mulations of glycosaminoglycans, oc- 
curs in a smell percentage of patients 
with diffuse toxic goiter (Graves dis- 
ease).'? Pret bial myxedema may also 
occur during the course of Hashimoto 
thyroiditis and primary hypothyroid- 
ism*^—two diseases believed to be 
closely relat-d to diffuse toxic goiter. 
Patients with pretibial myxedema 
regularly have associated ophthal- 
mopathy^' and occasionally have 
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thyroid acropachy.^? Elevated serum 
levels of long acting thyroid stimu- 
lator (LATS) almost invariably ac- 
company the presence of pretibial 
myxedema.**? 

The lesions of pretibial myxedema, 
almost all of which occur on the ante- 
rior part of the legs,'" usually begin as 
skin-colored or yellow-orange nod- 
ules. Rarely, inflammation sufficient 
to cause a bright red color may be 
present. These nodules gradually 
enlarge to form firm, nonpitting 
plaques. Within the plaques, glyco- 
saminoglycan accumulation stretches 
the dermis and accentuates the fol- 
licular orifices, thus giving an orange 
peel or pigskin appearance to the sur- 
face of the skin. The fluid consistency 
of the glycosaminoglycan accumula- 
tion may also lend a translucent qual- 
ity to the plaques. Hairs growing 
within the plaques appear thicker and 
coarser than normal. 

The smaller plaques of pretibial 
myxedema are asymptomatic and re- 
quire no treatment. Unfortunately, 
larger plaques may be painful, as well 
as cosmetically undesirable, and in 
women, the coarse hair is both un- 
sightly and mechanically difficult to 
remove. Moreover, when the ankles 
and feet are affected, there may be 
difficulty in the fitting of shoes. For 
these reasons, most patients are ea- 
ger to have their lesions treated. 

Currently, no single treatment pro- 
gram is recognized as being safe, con- 
sistently effective, and acceptable to 
patients. Treatment of the associated 
thyroid disorder does not improve 
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pretibial myxedema and, in the views 
of some, may even worsen it. Treat- 
ment directed specifically toward the 
cutaneous plaques has generally been 
unsuccessful with all modalities em- 
ployed. However, sporadic reports of 
improvement''-** following treatment 
with systemic, intralesional, or topi- 
cal steroid therapy''^* suggest that 
given the appropriate cireumstances, 
steroid therapy may yet become the 
treatment of choice. Hoping both to 
improve on effectiveness of topical 
therapy and to avoid the serious side 
effects of systemic therapy, we have 
for the last ten years treated patients 
with intralesional injections of a 
slowly absorbed "depot" steroid. In 
order to substantiate our initial im- 
pression of safety and efficacy, we un- 
dertook a prospective study involving 
the treatment of pretibial myxedema 
with  intralesionally injected  tri- 
amcinolone acetonide. 


PATIENTS AND METHODS 


Using our current patient lists and the 
coded master lists from our record room, 
we identified 29 patients for whom a diag- 
nosis of pretibial myxedema had been 
made during the decade from 1962 to 1972. 
In order to supplement the information 
found in these records, questionnaires 
were sent to all 29 patients. Eighteen of 
the 29 patients completed and returned the 
questionnaire. Five of these 18 patients in- 
dicated that their pretibial myxedema was 
no longer present. We invited the remain- 
ing 13 patients to return to our clinic for 
examination and possible treatment; of 
these, ten accepted the invitation. Seven of 
these ten patients were started on a pro- 
gram of treatment with intralesional corti- 
costeroid injections. Since starting this 
study, two additional patients with newly 
diagnosed pretibial myxedema have been 
examined and treated. Thus, a total of nine 
patients have been included in our prospec- 
tive treatment program. The clinical fea- 
tures of these patients are summarized in 
Table 1. 

All nine of the patients received intra- 
lesional injections with triamcinolone 
acetonide. The proprietary solution of tri- 
amcinolone (Kenalog-40 Injection) was di- 
luted with normal saline solution at the 
time of injection to a final eoncentration of 
5 mg/ml. On some occasions, lower or high- 
er concentrations were also used (Table 
2). Twenty-five gauge needles, 1' in long, 
were used for the injections, and approxi- 
mately 1 ml of solution was delivered into 
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each injection site. The total amount of tri- 
amcinolone injected at any one clinic visit 
did not exceed 40 mg. The patients were 
seen at three- or four-week intervals for 
subsequent injections. Three of the nine 
patients had had prior intralesional ther- 
apy with triamcinolone acetonide; these 
previous courses of therapy are included in 
Table 2. 


REPORT OF CASES 


Case 1.—A 53-year-old, clinically eu- 
thyroid, woman developed exophthalmos in 
1969. In 1971, she developed both hyperthy- 
roidism and pretibial myxedema. In 1972, 
after one year of unsuccessful propyl- 
thiouracil therapy, she was treated with 
sodium iodide I 131. The LATS assays 
showed values that were 4.2 and 6.1 times 
greater than the control values on two sep- 
arate occasions. During July and August 
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leg after treatment (case 1). 





Fig 1.—Left, Pretibial myxedema of left leg before treatment. Right, Pretibial skin of left 


of 1972, the plaques of pretibial myxedema 
were injected on three occasions (Table 2). 
Following the third injection, the legs ap- 
peared normal. During routine follow-up 
examination in October 1972, she was 
noted to be slightly hypothyroid, and daily 
thyroid supplementation was initiated; her 
legs remained clear of lesions. During the 
spring of 1973, when the patient was eu- 
thyroid while taking the thyroid supple- 
ment, she developed several new nodules 
of pretibial myxedema. A second series of 
intralesional triamcinolone injections were 
given (Table 2). When the patient was last 
seen, four months after the last injection, 
her legs appeared normal (Fig 1). 

Case 2.—A 46-year-old woman was noted 
to be hypothyroid in December 1971, and 
thyroid supplementation was initiated. In 
August 1972, she developed pretibial myx- 
edema; the clinieal diagnosis was con- 


Fig 2.—Left, Pretibial myxedema of left leg before treatment. Right, Pretibial skin of left 


leg after treatment (case 2). 
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firmed by biopsy examination. Thyroid an- 
tibodies were present in a titer of 1 to 5, 
and LATS levels were 3.9 times the control 
values. Thyroid supplementation was in- 
creased because of continuing hypothy- 
roidism (Table 1). From September to De- 
cember of 1972, at approximately monthly 
intervals, the areas of pretibial myxedema 
were intralesionally injected with tri- 
amcinolone (Table 2). The plaques resolved 
leaving mild erythema, which has been 
fading slowly. When the patient was last 
seen, eight months after her iast injection, 
no lesions of pretibial myxedema were 
present (Fig 2). 

Case 3.—A 62-year-old woman developed 
hyperthyroidism, exophthalmos, and pre- 
tibial myxedema in 1966, at age 55. The 
LATS levels at that time were not substan- 
tially elevated. Partial thyroidectomy was 
performed, following which her pretibi- 
al myxedema and exophthalmos became 
more severe. For this reason treatment 
with prednisone, in a dose of 80 mg/day, 
was started. After three months of treat- 
ment, the patient’s pretibial myxedema 
improved, but during the reduction in 
prednisone dosage that fellowed, the 
plaques quickly reappeared. During the 18 
months that prednisone was given, there 
was no improvement in her exophthalmos 
and she underwent orbital decompression 
operations, which unfortunately failed to 
improve her visual acuity. In April 1969, 
treatment with 0.2% fluocinolone acetonide 
cream (used with occlusive plastic wraps) 
was prescribed for her persistent pretibial 
myxedema. After six months of unsuccess- 
ful therapy, the patient discontinued this 
mode of treatment. 

Three years later, in Mareh 1972, she 
started treatment with  intralesional 
steroid injections (Table 2). By September 
1972, clearing of the lesions was essentially 
complete, and the injections were discon- 
tinued. Nine months later in April 1973, 
she developed some new lesions around her 
left ankle. These were injected on a single 
clinic visit. The lesions resolved, and when 
the patient was last seen, four months 
later, her legs were clear. Acropachy, first 
noted in 1969, is still present; but there has 
been some slow improvement of her exoph- 
thalmos. 

Case 4.—A 41-year-old woman was noted 
to be hyperthyroid in 1957, at the age of 25. 
She became euthyroid after a partial thy- 
roidectomy, and one year later, developed 
exophthalmos and pretibial myxedema. In 
1960, her hyperthyroidism reeurred, and 
she was treated with radioactive iodine. 
Shortly after this, she became hypothyroid 
and thyroid supplementation was started. 
About this time, acropachy was noted. In 
1962, because of persistent severe exoph- 
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thalmos, radiatien therapy was adminis- 
tered to the retrc-orbital areas, without re- 
gression of the xophthalmos. The LATS 
levels, whieh were determined several 
times between 1953 and 1970, ranged from 
2.5 to 5.8 times zreater than the control 
values. In 1973, secause of persistence of 
her pretibial myxedema, intralesional in- 
jections of triamcinolone were initiated 
(Table 2). Five nzonths after her last injec- 
tion, there was mo evidence of pretibial 
myxedema. 

CasE 5.—A 34-year-old woman had hy- 
perthyroidism amd exophthalmos in 1969 at 
the age of 30. She was treated with radio- 
active iodine, and two months later devel- 
oped hypothyroicism and pretibial myxede- 
ma. Thyroid supplementation was begun, 
and because of severe pretibial myxedema, 
treatment with 2) mg/day of prednisone 
was started. She-was also asked to use 0.2% 
fluocinolone acetamide cream under occlu- 
sive plastic wraps. Initially, there was res- 
olution of the -retibial myxedema; but 
eventually the lesions recurred in spite of 
continued therapy. By May 1971, at a time 
when acropachy was first noted, monthly 
intralesional insections of triamcinolone 
were started (Table 2). Improvement was 
consistent but low, and several months 
later the patientdiscontinued therapy. Her 
pretibial myxecema gradually worsened 
despite the regular use of steroid cream 
with occlusion; and in February 1973, in- 
tralesional injections of triamcinolone 
were restarted Table 2). 

Less than optimal response after the 
first injection led to the subsequent use of 
a preparation with an increased steroid 
concentration o. 10 mg/ml. When the pa- 
tient was last »een in May 1978, the in- 
jected areas hae resolved completely. Pre- 
viously uninjeeted, active areas were 
injected with tr-:mcinolone in a concentra- 
tion of 5 mg/ml Since then, the patient 
has withdrawn trom therapy because of 
difficulty in ar-znging transportation to 
the clinic. 

CasE 6.—A 30-year-old woman, while 
pregnant, develeped hyperthyroidism, pre- 
tibial myxedema, and exophthalmos in 
1969, at the age 3f 26. The hyperthyroidism 
responded poor to propylthiouracil ther- 
apy, and her child was thyrotoxic at birth. 
Three months postpartum, the patient had 
a partial thyrcidectomy after which she 
noted a transiett decrease in the pretibi- 
al myxedema aad exophthalmos. Within a 
short time. graeual worsening of these two 
problems led to -ne initiation of prednisone 
therapy (dose unknown), but this was dis- 
continued one -»ar later when there was 
no response. Te LATS levels were 12.6 
and 13.8 times greater than the control val- 
ues on two occasions during 1971 and 1972. 
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From mid-1971 until 1973, the patient 
treated her pretibial myxedema with ap- 
plication of 0.2% fluocinolone acetonide 
cream and occlusive plastic wraps; but 
there was little or no improvement. Thus, 
in February 1973, intralesional injection of 
the plaques was initiated (Table 2). Unfor- 
tunately, only one follow-up visit was pos- 
sible before the patient moved out of the 
state, but at that time the injected areas 
had improved substantially. 

Case 7.—A 41-year-old woman was clini- 
cally euthyroid when she developed exoph- 
thalmos in 1965, at the age of 34. Two 
years later, she developed hyperthyroid- 
ism, pretibial myxedema, and acropachy. 
Radioactive iodine therapy led to hypothy- 
roidism, and subsequently thyroid replace- 
ment therapy has been required. She be- 
gan using 0.2% fluocinolone acetonide 
cream with plastic occlusion for her pre- 
tibial myxedema in November 1970; but 
after three months, her condition had im- 
proved only slightly. During the next 13 
months, triamcinolone, varying in concen- 
tration from 3 to 20 mg per/ml was in- 
jected intralesionally on 14 separate occa- 
sions. This was accompanied by steady 


improvement; and in January 1972, with 


only one small area of activity remaining, 
therapy was discontinued. The LATS lev- 
els during 1971 were 7.8 and 7.4 times 
greater than the control values. In March 
1972, two months after discontinuation of 
the injections, new nodules of pretibial 
myxedema appeared and steroid injections 
were reinstituted. After six injections at 
monthly intervals, the pretibial myxedema 
had resolved completely, and therapy was 
discontinued. Four months later, the pa- 
tient’s pretibial myxedema reappeared 
and once again steroid injections were 
started. Seven such injections at three- 
week intervals led to complete clearing of 
the lesions (Table 2). Her legs remained 
clear for four months, but relapse at that 
time required reinstitution of the steroid 
injections. Response was once again good, 
and she is currently clear of lesions two 
months after the last injection. 

Case 8.—A 70-year-old man developed 
hyperthyroidism in 1969, at the age of 67. 
Six months after radioactive iodine ther- 
apy, he required thyroid supplementation 
because of gradually developing hypothy- 
roidism. In 1973, while euthyroid, the pa- 
tient developed pretibial myxedema. The 
clinical diagnosis was confirmed by biopsy. 
The LATS levels were four times greater 
than the control values. The lesions of pre- 
tibial myxedema were injected with tri- 
amcinolone acetonide once every three 
weeks. Because of the patient’s past his- 
tory of peptic ulcer disease, the total dose 
of triamcinolone was limited to 20 mg 


(Table 2). His legs cleared after three in- 
jections, and they were clear of lesions 
when he was seen during the last follow-up 
one month later. 

Case 9.—A 44-year-old woman had multi- 
nodular goiter and mild hypothyroidism in 
1960, at the age of 31. Thyroid antibodies 
were present in a titer of 1:320. A diag- 
nosis of Hashimoto thyroiditis was made, 
and thyroid supplementation was started. 
Except for the occurrence of intermittent 
alopecia areata, she felt well until May 
1978, when she developed severely in- 
flammatory pretibial myxedema (Table 1). 
Her condition has remained mildly hypo- 
thyroid. The LATS levels were less than 
two times greater than the control value. 
Triamcinolone acetonide injection of the 
plaques was initiated in May 1973 (Table 
2). Her legs cleared after the second injec- 
tion, and they were clear at the last follow- 
up visit two months later. 


RESULTS 


We examined 12 patients with pre- 
tibial myxedema. Nine of these 12 pa- 
tients had sufficiently severe pretibial 
myxedema to warrant intralesional 
steroid therapy. The clinieal features 
of these nine patients and their treat- 
ment are summarized in Tables 1 and 
2. As described in the section on 
methods, dilute solutions of tri- 
amcinolone acetonide were injected 
into the plaques of pretibial myx- 
edema. Approximately 90% of the 
time 1 ml of a 5 mg/ml solution was 
delivered to each injection site. This 
concentration and volume caused sat- 
isfactory improvement in all but the 
oldest, most fibrotic plaques; and yet 
it was dilute enough to allow treat- 
ment of reasonably large areas on 
each visit. Generally, we injected 
fewer than eight separate sites on 
each clinic visit. In no instance did we 
exceed our arbitrary maximum dos- 
age of 40 mg per elinic visit. Treated 
areas were mapped out on the pa- 
tient's chart, but reference to the 
map was seldom necessary at the 
time of the return visit three or 
four weeks later; improvement in the 
treated sites was readily recognizable 
by both patient and physician. Specif- 
ieally, the improvement consisted of 
an area of 3- to 4-sq cm surrounding 
each injection site that had returned 
to approximately normal texture and 
appearance. Thus, if eight sites were 
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Table 1.—Clinical and Laboratory Data of Patients with Pretibial Myxedema* 


Thyroid Status 
at Onset of Severity of 
PTME PTMET 


Hyperthyroid 4+ 
Hypothyroid 2+ 
Hyperthyroid 

Euthyroid (posttreatment) 

Hypothyroid (posttreatment) 
Hyperthyroid 

Hypothyroid (posttreatment) 
Euthyroid (posttreatment) 

Hypothyroid 


Duration of 
Thyroid Disease 
Prior To PTME 


2 yr 

9 mo 
Simultaneous 
1 yr 

3 mo 
Simultaneous 
2 yr 

3 yr 

13 yr 


Age at Onset 
Patient of Thyroid 
/Sex Disease, yr 


1/F 50 
2/F 44 
3/F 
4/F 
5/F 
6/F 
7/F 
8/M 
9/F 


LATS 
Assay 
Results$ 


Osteoar- 


Exophthalmost  thropathy*t 





* Patients 1 and 7 had exophthalmos as the sole manifestation of Graves disease for two years prior to development of hyperthyroidism and 
pretibial myxedema (PTME). Patient 2 has primary hypothyroidism, and patient 9 has a multinodular goiter; neither of these patients has at any 
time been hyperthyroid. 

t Severity of pretibial myxedema was scored as follows: 1+, palm-sized or smaller plaques confined to anterior shins; 2+ plaques extending 
onto medial and lateral aspects of legs; 3+, plaques extending onto ankles: 4+, plaques extending onto feet. 

t + indicates present; 0 indicates absent. 

§ LATS assays were done by the method of Kriss et al.? Assay results are reported as positive when test values were greater than two times 
the control values; ND indicates not done. 


* . . ld b in 
Table 2.—Results of Treatment of Patients with Pretibial Myxedema injected, resolution itin e noted i 
3 a total area of approximately 30 sq 


em. The injected areas (now of nor- 
mal thickness) appeared sunken com- 
pared to the still affected surrounding 


Triamcinolone 
Clinic Visits Injection 


TERRIFIC RC aren: 
Interval Concen- Total Dose 


Dates of Between No.of tration, per Visit, 


Case 
1 


2 


Therapy 
7/72-8/72 
1/73-4/73 


9/72-12/72 


3/72-9/72 


2/73-4/73 


5/71-8/71 


2/73-5/73 


1/71-1/72 
3/72-9/72 


1/73-4/73 


8/73-10/73 


5/73 


5/73 


Visits, wk Visits 


Irregular 


mg/ml 
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mg 
40 


40 


40 


Response 
Total 
clearing 
Total 
clearing 


Total 
clearing 


Total 
clearing 


Total 
clearing 


Moderate 
improve- 
ment 


Progressive 


improve- 
ment 


Good 
clearing 
where 
injected 

95% clear 

Total 
clearing 

Total 
clearing 

Total 
clearing 


Total 
clearing 


Total 
clearing 


Course 


New nodules 
in5 mo 

Clear, 4 mo 
after last 
injection 

Clear, 8 mo 
after last 
injection 


Clear for 8 mo; 
then slight 
recurrence; 
now clear 
4 mo 


Clear, 5 mo 
after last 
injection 
Gradual 
worsening 


Withdrew 
from therapy 
while im- 
proving 

Lost to 
follow-up 
because of 
move 


Relapse 2 mo 
New nodules 
in 4 mo 
New nodules 
in 4 mo 
Clear, 2 mo 
after last 
injection 
Clear, 1 mo 
after last 
injection 
Clear, 2 mo 
after last 
injection 





plaques. Surrounding each improved 
injection site, there was a peripheral 
ring of softened tissue that appeared 
to represent a partial response to the 
steroid. Subsequent injections into 
these softened areas were accom- 
plished more easily and painlessly 
than were the initial injections 
into the solid plaques. Pigmentary 
changes, which were occasionally 
present prior to injection, were little 
modified by the injections and took 
several months to resolve. 

Since it was seldom necessary to in- 
ject any area more than once, the du- 
ration of a course of therapy was 
directly proportional to the surface 
area of involvement. Thus, patients 
with isolated small noduies could be 
treated on one or two visits to the 
clinic, whereas patients with bi- 
lateral, palm-sized plaques might 
require four or five visits during a 
four-month period. Patient 9 was an 
exception in this regard. Her pre- 
tibial myxedema, although extensive, 
was very inflammatory and large 
areas responded quickly te a small to- 
tal dose of the steroid. 

We were able to induce complete 
clearing in seven of the nine patients. 
Patients number 5 and 6 dropped out 
of the study for nonmedical reasons, 
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before treatment could be completed 
but both had achieved substantial im- 
provemert. The duration of remis- 
sions induced by the injections was 
variable. Since we did not expect lo- 
cally injeeted steroids to permanently 
modify a peripheral aspect of a dis- 
ease that is clearly systemic in na- 
ture, we were not surprised that fol- 
lowing completion of therapy some 
new nodules continued to develop spo- 
radically ‘Table 2). These “relapses” 
consisted of only one or two small 
nodules, and they were easily treated 
using the same dosage schedule. 

All patzents (including the two who 
dropped out of the study) claimed 
they were satisfied with the results. 
Pain and tenderness in the plaques 
disappeared, and those patients who 
had had difficulty with footwear were 
able to use their regular shoes. The 
women in the study were able to re- 
start them usual methods of hair re- 
moval and no longer felt obliged to 
wear opaque stockings. 

Complications secondary to therapy 
were mirimal. No systemic side ef- 
fects were noted by either the pa- 
tients or the investigators. Develop- 
ment of atrophy at the injection sites 
was difficult to judge because the 
treated areas appeared sunken com- 
pared to the untreated surrounding 
myxedematous tissue. Definite at- 
rophy dic occur at one injection site 
in Case 1, but this area returned to 
normal in six months. No abscesses, 
hematomas, ulcerations, nor striae 
appeared at the injection sites. The 
injections were somewhat painful, es- 
pecially tor lesions on the feet and 
ankles; but all patients expressed the 
belief that the benefit to pain ratio 
was high enough to warrant the con- 
tinuation of therapy. 


COMMENT 


The natural history of pretibial 
myxedema has not been formally 
studied. The authors of most text- 
books simply state (presumably on 
the basis of individual clinical obser- 
vations) that remissions occur in 
some patients. Five of the 18 patients 
who answered our questionnaire indi- 
cated that their pretibial myxedema 
had sportaneously disappeared; and 
in these five patients, the average 
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time during which the lesions dis- 
appeared was 3 years. The other 13 
patients had had a continuing prob- 
lem for an average of five years. Ten 
of these 13 thought that the pretibial 
myxedema was troublesome enough 
to warrant a trip to our clinic for 
possible therapy. Based on these ob- 
servations, it appears that patients 
generally wish to have their lesions 
treated and that anticipation of spon- 
taneous remission is generally a poor 
alternative to treatment. 

The earliest rational attempts at 
therapy of pretibial myxedema. in- 
cluded orally administered thyroid 
hormone and intralesionally injected 
liotriiodothyronine sodium, levothy- 
roxine sodium, and hyaluronidase. This 
therapy was aimed at the glycosami- 
noglycan deposition in the skin that 
produced a microscopic picture sim- 
ilar to that seen in generalized myx- 
edema. Unfortunately, this approach 
was generally unsuccessful? From 
1950 to 1960, hydrocortisone therapy 
was tried by a number of investiga- 
tors. Systemically*’*? and intralesion- 
ally’ administered hydrocortisone 
proved only inconsistently effective; 
topical application was totally inef- 
fective.1!:?°-? 

During the last decade, new trials 
using prednisone and its derivatives 
were undertaken. In 1964, Snyder et 
al** reported no improvement in two 
patients treated with 30 to 40 mg of 
prednisone per day; and in 1967, Kriss 
et al reported similar results in four 
patients. However, Benoit and Green- 
span™ described six patients treated 
with prednisolone and methylpred- 
nisolone; in four patients, the lesions 
cleared completely and in two there 
was substantial improvement. In this 
latter study, the initial daily dose of 
30 to 60 mg was tapered and discon- 
tinued during a two- to 6-week pe- 
riod. One patient was noted to relapse 
when the steroid therapy was discon- 
tinued, but the follow-up interval for 
the other patients was not given. 

When we reviewed the records of 
our 29 patients, we found that four 
had taken prednisone. The dosage 
ranged from 20 to 80 mg per day. In 
two patients, complete resolution of 
the plaques was noted. One of these 
patients relapsed when the predni- 





sone dose was tapered. The other pa- 
tient was lost to follow-up shortly af- 
ter the lesions resolved. We conclude 
that orally administered prednisone, 
when used in sufficient deses for suf- 
fieient periods of time, may have a 
beneficial effect on pretibial myxede- 
ma. Unfortunately, the degree and 
duration of the response do not ap- 
pear to be predictable; and even when 
successful, the onset of side effects 
may preclude further treatment.” 
Partly to avoid the problem of sys- 
temic side effects, Kriss e: al turned 
to the topical use of high potency 
fluorinated steroids. They treated 11 
patients with 0.2% fluocinolone cream 
and used occlusive plastic wraps over 
the fluocinolone to enhance absorp- 
tion. All of the patients improved. 
Unfortunately, the same steroid used 
by others in a lower and more eco- 
nomical concentratign was less con- 
sistently effective.^^* Nevertheless 
the topical application of steroids un- 
der occlusion is usually stated to be 
the treatment of choice for pretibial 
myxedema. Four of our patients had 
used 0.2% fluocinolone eream with 
nightly occlusion. Some softening of 
the nodules occurred, but even after 
as much as 18 months of use, the de- 
gree of improvement was minimal. 
We believe that although topical 
fluorinated steroid therapy is worth 
trying, it is not, even when used with 
occlusion, dependably effective in the 
treatment of pretibial myxedema. 
Based on the reports discussed 
above, it appeared that under certain 
circumstances steroid therapy has a 
beneficial effect in the treatment of 
pretibial myxedema. The major prob- 
lem seemed to revolve about the diffi- 
culty in maintaining a high concen- 
tration of steroids in the cutaneous 
plaques without causing serious sys- 
temic side effects. This line of reason- 
ing led us to the reconsideration of 
intralesional steroid injection. We 
believed that the earlier inconsistent 
results obtained with  ntralesional 
hydrocortisone injections might have 
been related to the rapid removal of 
the drug from the intracutaneous in- 
jection site. Triamcinolone acetonide, 
a slowly absorbed “depot” steroid, . 
had proved effective for intralesional 
treatment of other cutaneous dis- 
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eases and thus, seemed worthy of a 
trial. This line of reasoning was ap- 
parent to others as well and, in fact, 
this approach to therapy is in wide 
use today in spite of the fact that 
published experience with intrale- 
sional triamcinolone therapy for pre- 
tibial myxedema appears limited to a 
single report involving two patients.'* 
For this reason, we decided to under- 
take a prospective study. 

The results of this study, as dis- 
cussed above, have confirmed our be- 
lief that intralesional triamcinolone 
acetonide therapy is consistently ef- 
fective and has a high degree of ac- 
ceptability among the patients. How- 
ever, intralesional steroid injections 
in the treatment of pretibial myx- 
edema do have several drawbacks: (1) 
the long duration of therapy required 
when lesions are extensive; (2) the 
continued development of nodules in 
some patients; and (3) the unknown 
factor of long-term safety. The first 
problem can be minimized by early 
treatment. The second problem is 
more apparent than real, as most of 
the exacerbations involve the devel- 
opment of only one or two nodules 
that are quickly and easily re-treated. 
The third problem regarding safety is 
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less certainly answered, but a decade 
of widespread experience with intra- 
lesional steroid injections for other 
dermatological conditions has re- 
sulted in remarkably few serious 
problems. 

The mechanism through which 
steroids affect pretibial myxedema is 
poorly understood. Generally, LATS 
levels fall when steroids are used, ^ 
but this is not invariably so; in any 
event, it is not clear what role LATS 
assumes in the pathogenesis of pre- 
tibial myxedema: LATS levels are 
generally elevated in the presence of 
pretibial myxedema, but both ele- 
vated LATS levels without pretibial 
myxedema” and pretibial myxedema 
without elevated LATS levels?’ have 
been reported. Moreover, LATS has 
not been convincingly identified to 
be present in the lesions of pretibial 
myxedema.* Alternately, steroids 
might have a beneficial effect through 
the induction of immunosuppression. 
There is considerable evidence sug- 
gesting that the thyroid disease that 
accompanies pretibial myxedema is 
immunologic in nature,5^* thus any 
effect steroid therapy might have on 
the overall disease might also be 
reflected in the improvement of the 
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peripheral manifestations. However, 
the occasional response of pretibial 
myxedema to topically applied ste- 
roids and the sharply lecalized and 
quick response to intralesionally in- 
jected steroids, suggests that steroids 
have at least some direct effect at the 
local level. There are some laboratory 
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steroids have been shown to block 
glycosaminoglycan production by cul- 
tured fibroblasts derived from normal 
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possible to get safe, quick, and con- 
sistent improvement in the plaques of 
pretibial myxedema by using intra- 
lesional injections of triamcinolone 
acetonide. Exacerbations may occur 
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new lesions are easily treated with 
additional steroid injections. 
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Antinuclear Antibodies 


II. The Prognostic Significance 


of Nuclear Immunofluorescent Patterns 


in Lupus Erythematosus 


Thomas K. Burnham, MB, BS (London) 


Nuclear immunofluorescent patterns in 
lupus erythematosus (LE) were correlated 
with the clinical picture. Patterns were 
classified into three groups of prognostic 
significance: (1) Poor—Shrunken periph- 
eral fluorescence was found in patients 
with severe systemic lupus erythematosus 
(SLE), 60% demonstrating renal involve- 
ment. (2) Intermediate—This included the 
peripheral and thready patterns, associ- 
ated with 33% renal involvement in pa- 
tients with SLE. (3) Good—Large and 
small speckle-like threads were seen in 
cases of very benign LE. 


he diagnostic aspects of nuclear 
immunofluorescent patterns have 


. been well established over the past 


few years. The speckled and nucleolar 
patterns are seen mainly in sclero- 
derma.' Threads occur in lupus er- 
ythematosus (LE) and scleroderma, 
but not in rheumatoid arthritis,*^* 
while peripheral fluorescence was 
found mainly in systemic lupus er- 
ythematosus (SLE) by Gonzalez and 
Rothfield.* This association of the pe- 
ripheral pattern with severe SLE? 
suggested a prognostic as well as a 
diagnostic role of the antinuclear an- 
tibodies. The concept of a poor prog- 
nostie significance of certain nuclear 
immunofluorescent patterns was fur- 
ther supported by our finding of the 
speckled pattern in 27.396 of patients 


with Raynaud disease,^ suggesting 
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that these might be the patients who 
will develop scleroderma in this 
group. 

Conversely, some antinuclear anti- 
bodies have been shown to be of good 
prognostic significance. Reichlin and 
Mattioli“ reported that SLE patients 
with anti-RNA protein antibodies 
had a considerably lower incidence of 
renal involvement than those with 
anti-DNA antibodies. 

In view of these encouraging pre- 
liminary findings regarding prognos- 
tic features of antinuclear antibodies, 
we evaluated the prognostic aspects 
of these antibodies in lupus ery- 
thematosus (LE). The nuclear immu- 
nofluorescent patterns seen in pa- 
tients with LE were correlated with 
the clinical picture and were found to 
fall into three groups of prognostic 
significance: (1) poor, (2) inter- 
mediate, and (3) good. 

We wish to emphasize that impor- 
tant prognostic information can be 
obtained regarding patients with LE 
by accurate morphologic identifica- 
tion of the nuclear immunofluores- 
cent patterns. 


MATERIALS AND METHODS 
Clinical Data 


Sera of patients with various diseases 
including lupus erythematosus (LE) were 
studied‘ (Tables 1 and 2). The condition of 
the LE patients was evaluated clinically by 
conferring with their personal physician 
and by review of the chart. Patients were 
classified as having SLE on the basis of 
characteristic clinical and laboratory find- 
ings including results of skin biopsies and 
direct LE band tests,'^* when indicated. 
In five patients, the finding of the periph- 
eral nuclear immunofluorescent pattern 
was used to confirm a suspected clinical 
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diagnosis of SLE.: A positive direct LE 
band test in clinieally normal skin was 
the eonfirmatory test for SLE in four pa- 
tients.’ Patients classified as having dis- 
coid LE (DLE) did not have any systemic 
manifestations of their disease. 

The SLE group was further analyzed to 
determine which systems, of the body had 
ever been affected by LE (Table 1). The 
clinical criteria were outlined recently. 
Some of the main standards used were as 
follows: Classification as LE renal involve- 
ment required kidney biopsy confirmation 
of LE, when available; or the presence of 
persistent proteinuria and/or repeated ab- 
normalities of the urinary sediment. Re- 
sults of studies of the correlation of the 
histopathologic type of renal involvement 
with the pattern and titer will be reported 
separately. A finding of fever of more than 
37.8 C (100 F) for at least three consecutive 
days was required for this factor. 

Skin lesions that were clinically and 
pathologically characteristic of or compat- 
ible with LE were*required for the classifi- 
cation as LE skin involvement. Persistent 
arthralgia, with other causes excluded, was 
mandatory for the grading of LE joint in- 
volvement. When other possible causes had 
been ruled out, the presence of pericarditis 
or myocarditis in an SLE patient justified 
the classification of heart involvement. 


Antinuclear Antibody Testing 


The immunofluorescent spleen imprint 
technique* was employed. Touch imprints 
of surgically obtained human spleens were 
used as nuclear substrate to detect anti- 
nuclear antibodies by indirect immunofluo- 
rescence. Commerically available fluores- 
cein-conjugated goat antihuman y-globulin 
was employed, as described recently.** The 
slides were examined without cover slips 
with a 95x fluorite oil immersion lens and 
10x oculars on a fluorescent microscope 
(Leitz Ortholux).*^ 


RESULTS 
Nuclear Immunofluorescent 
Patterns 


Thirteen out of the 15 patterns de- 
scribed previously*^ were seen in pa- 
tients with LE (Tables 1 and 2). The 
two patterns that were never seen in 
cases of LE were (1) speckles and (2) 
nucleolar fluorescence. Also, nucleo- 
lar-ike speckles were usually not 
found in LE, but they were seen asso- 
ciated with the shrunken peripheral 
pattern in one SLE patient. Based on 
the systems that were involved by the 
disease, with particular emphasis on 
kidney involvement and fever (Table 
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1), three groups of different prognos- 


tie significance were found: (1) pat- 


terns of poor prognostic significance; 
(2) patterns of intermediate prognos- 
tic significance; and (3) patterns of 
good prognostic significance. 

The patterns were listed under the 
specific pattern only when they were 
not accompanied by a significant ho- 
mogeneous component (titer of 160 or 
greater). 

Pattern of Poor Prognostic Signifi- 
cance (Shrunken Peripheral Pattern).— 
The shrunken peripheral (Fig 1, part 
1; Fig 2) pattern (Table 1) was consid- 
ered to be a variant of the peripheral 
pattern, and was seen in sera with 
very high titers. The shrunken pe- 
ripheral pattern was seen in the undi- 
luted sera in which the nuclei had a 
shrunken appearance, appearing to 
be one half to one third the usual size 
seen with the other patterns. On se- 
rum dilution, the nuclei became 
larger, and typical peripheral fluores- 
cence was seen. The preliminary re- 
sults of testing for anti-DNA anti- 
bodies, using a modification of the 
method of Carr et al showed that 
this pattern was associated with 
higher anti-DNA titers (three pa- 
tients tested) than were found with 
one patient, with regular peripheral, 
homogeneous titer 160 or greater, 
threads, and small  speckle-like 
threads. Eighteen out of the 20 pa- 
tients with the shrunken peripheral 
pattern had LE cell tests performed 
at the same time or within eight days 
of the time when the antinuclear fac- 
tor (ANF) specimen was taken. There 
were 17 patients, who had positive LE 
cell tests, and ten of these had kidney 
involvement. The shrunken periph- 
eral fluorescence pattern was found 
in patients with severe SLE; 60% of 
these patients had renal involvement 
and fever. Eighteen of the 20 patients 
in this group had clinically active dis- 
ease at the time of the test. 

Patterns of Intermediate Prognostic 
Significance.—Three patterns were in 
this group (Table 1): (1) peripheral; (2) 
homogeneous, with a titer of 160 or 
greater; and (8) threads. 

Peripheral Pattern (Fig 1, part 2; 
F'ig 3).—Kidney involvement occurred 
in 33% and fever in 36% of these pa- 
tients. Out of 21 patients who were 





tested within the time limit described 
previously (as for the shrunken pe- 
ripheral pattern), 17 had positive LE 
cell tests, and six of the 17 had renal 
involvement. Of the 33 patients with 
the peripheral pattern. 27 had clini- 
cally active disease when tested. 


Homogeneous Titer of 160 or 
Greater (Fig 1, par: 3).-Of the 
patients in this group, 38% had kid- 
ney involvement. This group con- 
sisted of five patients who demon- 
strated homogeneous fluorescence 
only and eight patients who had an- 
other pattern in addition to the homo- 
geneous. One of the three patients in 
this group who also had the thready 
pattern, had kidney involvement. Out 
of eight patients tested within the 
prescribed time limit, four had posi- 
tive LE cell tests, and two of these 
had kidney disease. One of these two 
was the patient with concomitant 
threads. One patient whose LE cell 
test was negative and who had large 
speckle-like threads as the associated 
pattern also had renal involvement. 
All 13 of these patients had active 
disease at the time of tae test. 

Threads (Fig 1, part 4 )—Kidney in- 
volvement was found in 33% of the 
patients with threads. Cf 13 patients 
tested within the described time 
limit, three had positive LE cell tests, 
and only one of the three had kidney 
involvement. Four patients with neg- 
ative LE cell tests also had renal dis- 
ease. All the 15 patients in this group 
had clinically active disease at the 
time of the test. This was the only 
particulate pattern that was seen in a 
substantial number of patients with 
severe SLE. This antibody probably 
corresponds to Sharp’s anti-ribonu- 
clease-resistant extractable nuclear 
antigen antibody." 

Patterns of Good Prognostic Signifi- 
cance.—Only two patterms were seen 
in a large enough number of LE pa- 
tients to justify their inclusion in the 
group of good prognostic significance 
(Tables 1 and 2). They consisted of (1) 
large speckle-like threads (Fig 1, part 
5) and (2) small speckle-like threads 
(Fig 1, part 6). Only one of 38 (less 
than 3%) LE patients demonstrating 
these two patterns (14 patients with 
SLE and 24 with DLE) had kidney in- 
volvement. Table 2 shows that these 
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Table 1.—Relationship of Disease Severity in SLE With Nuclear Immunofluorescent Pattern 


No. of 
Patients 
With Pattern 


33 
20 


Nuclear 
Pattern 


Peripheral 
Shrunken peripheral 


Homogeneous “iter 
160 or greater 
with or witheut 
additional pattern 


Leukocyte-specific 
Threads 
Fine threads 


Large, speckle like 
threads 


Small, speckle-like 
threads 


Small nodules. 
Nucleolar-like-clumps 


Homogeneous-titer 
less than 168 


two patterns were both more common 
in DLE than SLE, further empha- 
sizing their relationship with less 
severe disease than those associated 
with the shrunken peripheral, periph- 
eral, thready, and homogeneous pat- 
terns with a significant titer. When 
present, skin nvolvement tended to 
be generalizec in SLE and DLE pa- 
tients who had large, speckle-like 
threads (19 out of 20); while six out 
of 12 patients with LE skin lesions 
showing smal speckle-like threads 
had the lesiors localized to the face 
or the sealp cr both. Five (46%) out 
of the 11 SLE patients with large 
speckle-like threads had generalized 
skin and join’ involvement only. All 


Kidney 
33 6 
60 


% of SLE Patients With Involvement of System or Organ 


Weight 


Loss Skin 
49 


45 


Joints 
88 
90 


Fever 
36 


25 60 


the LE patients, except one (a patient 
with DLE), with large speckle-like 
threads had clinically active disease 
at the time of the test. Nine of the 
LE patients with small speckle-like 
threads had clinically active disease 
(one patient with SLE and eight with 
DLE). Negative LE cell tests were 
found for all five SLE patients who 
were tested within the described time 
limit and who belonged to the group 
with large speckle-like threads; one of 
these patients was the only one with 
renal involvement among the patients 
who had large speckle-like threads. 
None of the three SLE patients with 
small speckle-like threads had an LE 
cell test performed within the defined 


Table 2.—Incidence of the Nuclear Immunofluorescent 
Patterns in SLE and DLE 


Pattern 
Peripheral 
Shrunken peripheral 


Homogeneors titer 160 or greater 
witheor without additional pattern 


Leukoeyte-s: ecific 


No. of Patients 


No. of Patients 


With SLE With DLE 


JO ete meses id nt fü. Ln no ee 


Threads 
Fine threads 

Large speckse-like threads 

Small specloe-like threads 

Large nodules 

Small nodul«s 

Sparse sma ! nodules 

Thready nuc eolar-like speckles 
Nucleolar-li «e clumps 
Homogeneaus titer less than 160 
Negative 
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Heart 


21 
5 


Photo 
Sensitivity CNS 


12 3 
10 


Ray- 
nauds 
12 

15 5 


Lungs 
39 
20 





time limit. The other patterns were 
seen too infrequently'(Tables 1 and 2) 
to draw any conclusions regarding 
their prognostic significance at this 
stage. 


Disease Status 


Patient with SLE whose disease is 
in steroid-induced remission usually 
demonstrated a loss of the peripheral 
patterns and a marked fall in the 
homogeneous titer. This was some- 
times, but not necessarily always, ac- 
companied by a drop in the titer of 
any concomitant particulate pattern. 
A favorable prognostic evaluation, 
therefore, is not valid if tne disease is 
in remission at the time of the test, as 
the shrunken peripheral. peripheral, 
or significant homogeneeus patterns 
may be temporarily absent. 


COMMENT 


Nuclear immunofluorescent pat- 
terns are extremely valuable in eval- 
uating the condition of patients with 
LE. Three groups of prognostic sig- 
nifieance are clearly definable: (1) 
poor, (2) intermediate, and (3) good. 
The group with poor prognostic sig- 
nificance is represented by the 
shrunken peripheral pattern, with 
60% of these patients demonstrating 
renal involvement. This incidence of 
renal involvement in the shrunken 
peripheral group was, therefore, con- 
siderably higher than that seen in the 
patients with positive LE cell tests in 
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Fig 1.—Left, Diagrams of fluorescent patterns of poor (1) and 
intermediate (2,3,4) prognostic significance in LE. 1, Shrunken 
peripheral. Nucleus appears shrunken to about one third usual 
size found with other patterns. Some homogeneous fluorescence 
and several small round clumps are seen. 2, Peripheral. Sharp 
outer edge with gradual darkening of inner border and dark cen- 
ter is present. 3, Homogeneous. Nucleus fluoresces diffusely. 4, 
Threads. Large, round, and elongated clumps and several short 


Fig 2.—Shrunken peripheral pattern, 
with undiluted serum. Shrunken periph- 
eral on human spleen imprint. Note that 
size of nuclei appear to be one third of 
those seen in Fig 3. Centers of several 
nuclei are dark, and small round clumps 
can be seen in a few nuclei, including nu- 
cleus with arrow (original magnification 
x 3). 





as well as long and thick threads are present. Scattered round 
structures are also seen. Right, Diagrams of fluorescent patterns 
of good prognostic significance in LE. 5, Large speckle-like 
threads. Asymmetrically grouped, small, rounc, and elongated 
structures are present. 6, Small speckle-like threads. Note groups 
of multiple small, round points of fluorescence accompanied by 
larger round clumps. Clumps occur individually and in groups, 
chains, and pairs. 


JT LM 
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Fig 3.—Peripheral and homogeneous pattern, with diluted serum. Same serum as in 
Fig 2, diluted 1:40, on imprint of same human spleen, at same magnification. Right and 


left arrows show nuclei about three times larger than those in Fig 2 demonstrating pe- 
ripheral fluorescence. Center arrow shows homogeneous fluorescence (original magni- 


fication x 3). 
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the three progaostic groups (19 out of 
41, or 44%). The shrunken peripheral 
pattern was associated with higher 
anti-DNA titers than were found in 
association wih the other four pat- 
terns that were tested. An SLE pa- 
tient consistently demonstrating this 
pattern (if found with at least two 
different spe@imens) should be re- 
garded as having severe SLE, with 
probable rena involvement. A kidney 
biopsy should be performed, even in 
the face of relatively normal results 
of urinary and kidney function stud- 
ies. If such a »iopsy shows kidney in- 
volvement, treatment can be started 
much earlier than would otherwise 
have been possible. 

The condition of the patients in the 
intermediate zroup (consisting of pa- 
tients with peripheral, thready, and 
homogeneous fluorescence with a ti- 
ter of 160 or greater) must also be 
carefully eva uated for the possibility 
of kidney  nvolvement. However, 
these patients, unlike those with the 
shrunken peripheral pattern, should 
only have a kidney biopsy performed 
if indicated en clinical grounds, such 
as abnormal urinary function or kid- 
ney functior studies, or both. Only 
one third of these patients will have 
renal involvement, so they appear to 
have a consieerably lower risk of de- 
veloping kidney disease than patients 
with the shrunken peripheral pattern, 
almost two thirds of whom are likely 
to have rena involvement. 

Patients i1 the group with good 
prognostic significance, represented 
by the large and small speckle-like 
threads, cam be reassured regarding 
the probably benign nature of their 
disease. Our data so far suggest that 
these patierts do not have to be fol- 
lowed up as *losely for evidence of re- 
nal involvement as those in the 
groups witk poor and intermediate 
prognostic s: gnificance. A much more 
optimistic approach to their disease is 
justified, than has been possible be- 
fore. Howeser, all these decisions 
should be based on similar results 
with at leas: two different specimens 
and correlated with other clinical and 
laboratory findings.) Furthermore, 
classifieation into the good prognostic 
group is omy possible if the patient 
has active cisease at the time of the 
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test. When the disease is in remission, 
the peripheral patterns are usually 
lost, accompanied by a fall in the 
homogeneous titer. A classification 
into the good prognostic group is 
therefore invalid if the patient's dis- 
ease is clinically inactive at the time 
the blood is drawn for the test. Con- 
sequently, the time at which the ANF 
result is of the greatest prognostic 
value is when the diagnosis of LE is 
initially made in a patient with active 
disease. 

The other patterns must still be 
evaluated further before a decision 
can be made regarding their prognos- 
tic significance. So far, the only par- 
ticulate nonhomogeneous pattern 
that is not in the good prognostic 
group is the thready pattern, which 
makes the recognition of this pattern 
very important. 

The striking clinical differences be- 
tween the LE patients with these 
various antinuclear antibodies again 
raises the question of the role of these 
antibodies in the connective tissue 
diseases in general and LE in particu- 
lar. With the future identification of 


the various nuclear antigens with 
which the different antinuclear anti- 
bodies react, some clues may be forth- 
coming. Is LE, in fact, sometimes as- 
sociated with a DNA virus, anti-DNA 
antibodies, and kidney involvement, 
and sometimes with an RNA virus, no 
anti-DNA antibodies, and no renal in- 
volvement, as questioned by Reichlin 
and Mattioli?' Despite these unre- 
solved questions, the nuclear immu- 
nofluorescent patterns are already 
now extremely valuable in evaluating 
the condition of patients with LE. 


This investigation was supported in part by 
the Elizabeth and Charles Patterson Fund for 
Dermatology Research in Lupus Erythematosus. 

Figure 2 will appear as part of, and the dia- 
grams for Fig 1, parts 1 to 5, were specifically 
prepared for, a sound-slide series on basic sci- 
ences in Dermatology. This series was prepared 
by the Task Force on Learning Resources, Divi- 
sion of Education and Communication, National 
Program for Dermatology, supported by a grant 
from the Schering Foundation. 

My colleagues at the Henry Ford Hospital as- 
sisted in obtaining the sera and clinical informa- 
tion of the patients in this study. 

Mr. Robert Mohr assisted in fluorescence mi- 
croscopy. 

S.S. Yanari, PhD, performed the anti-DNA an- 
tibody determinations. Technical assistance was 
provided by Paula W. Banks, MS, Donna Harsh, 
Judy Jaquillard, and Judith Nolish. 


References 


1. Rothfield NF, Rodnan GP: Serum anti- 
nuclear antibodies in progressive systemic scle- 
rosis (scleroderma). Arthritis Rheum 11:607-617, 
1968. 

2. Burnham TK, Neblett TR, Fine G: The im- 
munofluorescent tumor imprint technic: I. De- 
scription and evaluation. Am J Clin Pathol 
45:714-721, 1966. 

3. Burnham TK, Fine G, Neblett TR: The im- 
munofluorescent tumor imprint technique: II. 
The frequency of antinuclear factors in connec- 
tive tissue diseases and dermatoses. Ann Intern 
Med 65:9-19, 1966. 

4. Burnham TK, Bank PW: Antinuclear anti- 
bodies: I. Patterns of nuclear immuno- 
fluorescence. J Invest Dermatol 62:526-534, 1974. 

5. Burnham TK: Antinuclear antibodies: Sig- 
nificance of nuclear staining patterns, in Beutner 
EH, Chorzelski TB, Bean SF, et al (eds): Immu- 
nopathology: Labeled Antibody Studies. Strouds- 
berg, Pa, Dowden, Hutchinson, & Ross Ine, 1973. 

6. Ritchie RF: Antinucleolar antibodies: Their 
frequency and diagnostic association. N Eng J 
Med 282:1174-1178, 1970. 

7. Beck JS: Autoantibodies to cell nuclei. Scott 
Med J 8:373-388, 1963. 

8. Burnham TK, Neblett TR, Fine G, et al: 
The immunofluorescent tumor imprint tech- 
nique: IV. The significance of "thready" nuclear 
immunofluorescence. Arch Dermatol 99:611-616, 
1969. 

9. Gonzalez EN, Rothfield NF: Immuno- 
globulin class of pattern of nuclear fluorescence 
in systemic lupus erythematosus. N Engl J Med 
274:1334-1338, 1966. 

10. Burnham TK, Neblett TR, Fine G: The im- 
munofluorescent tumor imprint technic: III. The 


diagnostic and prognostic significance of the 
"speckle" inducing antinuclear antibody. Am J 
Clin Pathol 50:683-688, 1968. 

11. Reichlin M, Mattioli M: Correlation of a 
precipitant reaction to an RNA protein antigen 
and a low prevalence of nephritis in patients 
with systemic lupus erythematosus. N Engl J 
Med 236:908-911, 1972. 

12. Burnham TK, Neblett TR, Fine G: The ap- 
plication of the fluorescent antibody technic to 
the investigation of lupus erythematosus and 
various dermatoses. J Invest Dermatol 41:451- 
456, 1963. 

13. Burnham TK, Fine G: The immunofluores- 
cent "band" test for lupus erythematosus: I. Mor- 
phologic variations of the band of localized im- 
munoglobulins at the dermalepidermal junction 
in lupus erythematosus. Arch Dermatol 99:413- 
420, 1969. 

14. Burnham TK, Fine G, Neblett TR: Immu- 
nofluorescent "band" test for lupus erythema- 
tosus: II. Employing skin lesions. Arch Dermatoi 
102:42-50, 1970. 

15. Burnham TK, Fine G, The immunofluores- 
cent "band" test for lupus erythematosus: IIL 
Employing clinically normal skin. Arch Derma- 
tol 103:24-32, 19'71. 

16. Carr RI, Koffler D, Agnello V, et al: Stud- 
ies on DNA antibodies using DNA labeled with 
Actinomycin-D (3H) or Dimethyl (3H) sulphate. 
Clin Exp Immunol 4:527-536, 1969. 

17. Sharp GC, Irvin WS, Tan EM, et al: Mixed 
connective tissue disease—an apparently distinct 
rheumatic disease syndrome associated with a 
specific antibody to an extractable nuclear anti- 
gen (ENA). Am J Med 52:148-159, 1972. 


Antinuclear Antibodies/Burnham 207 


; Doctor, with my 
baby's sensitive sk 
what soap should 


SEDEM 


is one of the safest 
possible soaps you can recommend for 
sensitive skin. More doctors recommend 





Ivory may safely be 


Ivory than any other soap: j 
used as an adjunct to treatment 
of cradle cap, scabies, impetigo 
It makes sense. immersion experiments— and seborrhea. 
lvorys absence of many extra confirm that Ivory is one o» 
ingredients helps minimize of the mildest, least irritating LS | 
chances of irritation. SOaps you can recommend. 
Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 





including patch tests and arm this clinical experience. 


Summary of Procter & Gamble Market Research Study #69222. available on request to interested physicians 


208 


SHAMPOO 


The Golden Lather Cleanser designed (o 


CRACK "TOUGH NUT" 
PSORIATIC SCALPS! 


The original and only chemically standardized, 
/2-hour residual "whole coal tar" shampoo cleanser. 
Dramatically effective in stubborn psoriasis and 
seborrhea of scalp and skin. Economical too. 









WHERE RESEARCH AND ECONOMY COME FIRST! 
Fort Washington, Pa. 19034 


ZFTAR .HAMPOO-Colloidal Whole Tar 1% fortified with Parachlorometaxylenol 0.5%, W/V. 
FERENCE: Gruber, M., R. Klein and M. Foxx: Chemical Standardization and Quality Assurance of Whole Crude Coal Tar U.S.P. Utilizing 


RE 
GLC Procedures, J. Pharm. Sci. Vol. 59, No. 6, (June 1970). 

















Now you havea choice: 
= Aguacare® / HP Cream (10% urea) 
for use on localized, severe, dry skin 

conditions. 


= Aquacare/HP Lotion (10% urea) 
when an economical, high potency 
urea preparation is needed for 

^ all-over body use. 


i "6 o 
NL. — ‘eae For a 
À : 
TAL nam 
Cus 3 
v wee 
x n d 
P. 
"4 


a. 
í ty Ace [ KA. ow 
AEE De oy’ 


= Both ofter your patients a silky 
smooth, potent preparation for resistant 
cases of xerotic, scaly skin. 


—_ 
=e q - 
4 
qam - d 


Increased emolliency and 10% 
urea combined with the proven 
Aquacare base yield an effective 
cosmetically acceptable adjunct 
for resistant cases of xerotic, 
scaly skin. 


If you would like samples of 
the Aquacare family to 
evaluate in your 

practice, simply check off 
the samples you desire, 
and we will send you a 
generous supply. 


- ^ — — — — — — ——— — — — — — ——— ———— —— — — — ——— o —— — a 


2525 Dupont Drive, Irvine, California 92664 

l'd like to evaluate: 

Aquacare/HP Lotion [2 Aquacare Lotion O 
Aquacare/HP Cream O Aquacare Cream O 





| 

| 

| 

| 

| 

| 

| 

| 

| 
NMR S D AM edic end eet cue a VUE 
| 

| 

| 

| 
23 


Wo ae 


H G.S. Herbert Laboratories, dermatology division of Allergan Pharmaceuticals, Irvine, California 92664, U. S.A. 


Case Reports 


Fixed Long 


Ultraviolet Eruption 


Edward A. Emmett, MB, BS, FRACP 


For five years, a 40-year-old woman has 
had an itchy, erythematous, papular erup- 
tion with indistinct margins localized to 
particular areas on the exposed surface 
of the face. The eruption is precipitated by 
sunlight or fluorescent lighting and can 
be reproduced by exposure of affected 
parts of the face to long ultraviolet radia- 
tion (UV) but not by exposure to the 
shorter sunburning UV. It cannot be re- 
produced on the skin of the back. Fre- 
quent application of a sunscreen that ab- 
sorbs the long UV completely supresses 
the eruption. This entity has not been de- 
scribed previously, to my knowledge. 


A eruption of unknown cause, char- 
acterized by sensitivity to long 
but not to short ultraviolet radiation 
(UV) was localized on defined areas of 
a patient’s face and neck for five 
years. This entity does not appear to 
have been described previously. 


REPORT OF A CASE 


A 40-year-old woman first noted an 
itchy, erythematous, papular eruption on 
the left side of the face one evening during 
the midsummer of 1968. She had spent the 
day outside in the sun in Cincinnati, but 
had not developed any sunburn. The erup- 
tion healed within a few days without 
treatment. In July 1969, similar lesions de- 
veloped at the same site during a one-week 
vacation at Florida Keys. The eruption 
commenced on the first day in Florida and 
persisted the entire week, resolving within 
a week of returning home at which time 
she avoided further sun exposure. She de- 
veloped a tan without noticeable erythema 
on other exposed parts of the body during 
this vacation. Later the same summer, er- 
ythema recurred in the same area of the 
face after working in the garden. At this 
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time, she ceased using a hexachlorophene 
soap. 

Over the ensuing four years, the erup- 
tion continued and seemed to occur after 
progressively less light exposure. This con- 
dition was precipitated while driving to 
work on a sunny day with all car windows 
closed, and it began to occur frequently in 
winter as well as in summer. The eruption 
seemed generally more troublesome while 
the patient worked in a hospital ward un- 
der fluorescent lighting. 

The eruption commences after a one half 
to one hour exposure to direct summer 
sunlight, usually lasts one to two days, 
and heals completely without scarring or 
changes in pigmentation. Relatively brief 
exposures result only in erythema; longer 
exposures result in the appearance of pa- 
pules and very rarely in vesiculation. The 
lesions are moderately pruritic; a burning 
sensation is occasionally noted if the le- 
sions are scratched. 

The eruption was initially confined to an 
area of approximately 6x3 cm on the left 
zygomatic and temporal regions, remain- 
ing clear of the hairline by about 1 cm. 
Over the last two years, two other areas 
have developed an eruption with similar 
characteristics: a small 2x 1 cm area above 
the right eyebrow and an area of 3X2 cm 
on the left side of the neck extending up to 
the mandibular arch. On each occasion 
when these areas were involved, the origi- 
nal area on the left temple was also in- 
volved. 

Sunscreens containing aminobenzoic 
acid (PABA) or its esters were completely 
ineffective in protecting against the erup- 
tion. The appearance of the eruption could 
be partially suppressed by the prophylactic 
use of a sunscreen containing 4% cinoxate 
and 5% menthyl anthranilate (Maxafil) and 
could be completely suppressed by the ap- 
plication of 10% sulisobenzene sunscreen to 
the face every morning. 

Prior to the onset of this eruption, the 
patient had tanned easily, with no adverse 
reactions to light apart from one single 
second-degree sunburn as a child. There 
was a history of poison ivy contact derma- 
titis in the patient's childhood. The patient 
suffers from mild ragweed hay fever in 


July and August. During these months, but 
not at other times, she takes occasional 
tripelennamine hydrochlorice (Pyribenza- 
mine) and a mixture of amirophylline, am- 
monium chloride, chlorofomm, and diph- 
enhydramine (Hydryllin Compound) to 
reduce nasal catarrh. There was no history 
of the recent use of other pl otosensitizing 
drugs. Between 1969 and 1973, the patient 
made an effort to avoid all possible facial 
contactants. She eliminated the use of all 
facial cosmetics with the exception of a 
moisturizing cream, substituted a super- 
fatted cleanser for soap, and changed the 
fabrics and washing procedures for sheets 
and pillow cases. 

A fraternal twin sister suffers from 
asthma. There was no family history of 
sun sensitivity or diseases known to be as- 
sociated with abnormal photosensitivity. 

On examination, the patient had dark 
hair, brown eyes, and medium complexion. 
A 6x3-em, poorly defined, erythematous 
area containing multiple, small, discrete 
papules was present on the left zygomatic 
region. Neither changes in pigmentation 
nor scarring was apparent. Physical exam- 
ination findings in other respects were nor- 
mal. 

Management has consisted essentially of 
the use of appropriate sunsereens. Daily 
application of 10% sulisobenzene solution 
to the previously involved areas of the face 
and neck allows her to lead a normal life 
without recurrences. 


MATERIALS AND METHODS 


The minimal erythema! dos» (MED) was 
determined with the use of graded expo- 
sures from a bank of four fluorescent sun- 
lamps 40 em from the skin surface. (This 
source emits predominantly in the range of 
280 to 320 nm and will henceforth be re- 
ferred to as the UV-B source.) A series of 
l-em diameter, round areas of previously 
unexposed abdominal skin were exposed to 
this source for varying periods of time. 
The total radiant exposure at the surface 
of the skin during this exposure was mea- 
sured with a photometer-photodosimeter 
with a quartz "wide eye" detector and cali- 
brated filter to exclude radiation > 315 nm. 
With the use of this method, the normal 
MED in whites is 2.5x10* to 5.0x 10? 
joules(J)/sq m. 

Materials to be photo-patch-tested were 
applied evenly to the central gauze portion 
of 4-cm square adhesive patches before ap- 
plication to the skin. Three duplicate sets 
of patches were applied to tle back and 
were covered, secured, and occluded with 
several layers of pressure-sensitive adhe- 
sive tape. Two sets of patches were re- 
moved 24 hours after applicatien, the areas 
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Fig 1.—Appearance of facial eruption 24 


hours after exposure to 1.9x 10* J/sq m 
long UV. 


being gently cl-ansed with 70% alcohol in 
water. One set of patches was exposed to 
two thirdsof the MED. The second set was 
irradiated for €) minutes at a distance of 
45 em frem a bank of four fluorescent 
black lights. (Bhis source emits predomi- 
nantly in the 330 to 380 nm range and will 
henceforth be referred to as the UV-A 
source.) The to«al radiant exposure at the 
surface of the kin during this irradiation 
measured with a photometer-photodosime- 
ter and wide-eye detector with a calibrated 
broad band filter was 1.9x 10* J/sq m. The 
third set of patches, which was covered by 
an additional leyer of silver-coated, polyes- 
ter film tape .o totally exclude incident 
light, funetioned as a dark control. These 
control patches were removed 48 hours af- 
ter applieatior and the area was gently 
cleansed with "075 alcohol. Reactions on all 
sites were observed and recorded 48, 72, 
and 168 heurs zfter the initial application. 


RESULTS 


The MED was slightly increased at 
6.710? J/sc m UV radiation S 315 
nm (normal, 2.5 x 10? to 5.0x 10° J/sq 
m). Thus, the patient was somewhat 
less sensitive to sunburning radiation 
than a norms! white population. A de- 
layed erythema dose of eight times 
the MED oa the lower part of the 
baek produced a normal pattern of er- 
ythema anc mild edema, which re- 
solved withm 72 hours with residual 
hyperpigmeatation, but without ei- 
ther persistent erythema or any other 
delayed reaetion. No reaction was ob- 
served when skin of the lower back 
was exposee to irradiation from the 
UV-A source for 30 minutes (1.9 x 10* 
J/sq m. 

Because he medical history sug- 
gested that the eruption might be 
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Fig 2.—Inflammatory reaction of hair fol- 
licle with lymphocytes and some his- 
tiocytes. Perivascular lymphocytic infil- 
trates less intense. Mild  spongiotic 
changes in basal epidermis. Edema of 
deep dermis with fragmentation of colla- 
gen bundles (hematoxylin-eosin, original 
magnification x 50). 


confined to certain areas of the face 
and neck, these areas were exposed to 
irradiation from both the UV-A and 
UV-B sources. Two exposures, each of 
four MED from the UV-B source, 
were given to the left side of the face 
on successive days. These exposures 
resulted in a uniform erythema over 
the entire exposed area, which was 
noticeable after about four hours, 
maximal at 24 hours, and which had 
virtually faded at 48 hours without 
the development of pruritus, edema, 
papules, or other clinical character- 
istics of the symptomatic eruption. 
However, when the same area of the 
patient’s face was exposed to 30 min- 
utes’ irradiation (1.9x10* J/sq m) 
from the UV-A source, erythema was 
noted within one hour, confined to the 
area of the previous eruption, and ac- 
companied by pruritus. Mild edema 
and papules developed later in this 
same area; the appearance at 24 hours 
is shown in Fig 1. Within 72 hours, 
the eruption had resolved. No reac- 
tion developed after a similar UV-A 
exposure of the right temporal and 
zygomatic areas. 

A biopsy specimen was taken from 
the eruption on the left zygomatic re- 


infiltrate seen 


appendageal 
(hematoxylin-eosin, original magnification 
x 150). 


in Fig 2 


gion 48 hours after the UV-A irradia- 
tion. The most prominent histological 
feature was the periappendageal in- 
flammatory reaction with lympho- 
cytes and a smaller number of his- 
tiocytes. There were perivascular 
lymphocytic infiltrates, but these 
were less pronounced than the peri- 
appendageal infiltrates. There was 
edema in the deep dermis with frag- 
mentation of the collagen bundles but 
no edema of the upper dermis. Some 
spongiotic edema was seen in the ba- 
sal layer of the epidermis with widen- 
ing of the intercellular spaces, but 
there was no liquefaction degenera- 
tion of the basal layer (Fig 2). Partial 
fibrosis of hair follicles and peri- 
vascular fibrosis were noted (Fig 3). 

Photo-patch-testing was performed 
with 3,4,5  tribromosalicylanilide, 
4 5 dibromosalicylanilide, hexachloro- 
phene, bithionol trichlorocarbanilide, 
triflurocarbanilide, eosin, oil of 
bergamot, PABA, pyribenzamine, and 
diphenhydramine; with the various 
cosmetics, perfumes, and sunscreens 
used by the patient; and with 1% 
aqueous solutions of the soaps and 
shampoos she had used. No signifi- 
cant reactions were observed with 
any of these materials on either con- 
trol or irradiated sites. 

Red blood cell and 24-hour urinary 
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porphyrin levels were within normal 
limits. Less than 1% of fresh red blood 
cells were fluorescent. A lupus ery- 
thematosus cell preparation was neg- 
ative. Twenty-four-hour urinary 
amino acid levels were normal. 


COMMENT 


This patient has lesions that mor- 
phologically resemble those seen in 
polymorphous light eruption; how- 
ever, she did not react abnormally to 
UV-B, which usually produces lesions 
in the patient with polymorphous 
light eruption. The lesions were, how- 
ever, produced by UV-A and only by 
UV-A. The history of precipitation 
through window glass (soda glass fil- 
ters out almost all radiation below 320 
nm) and the apparent exacerbation 
under fluorescent “daylight” lamps is 
consistent with a long ultraviolet re- 
action. This was confirmed not only 
by the phototesting but also by 
the excellent response to sunscreens 
that filter out long UV (eg, ben- 
zophenones), contrasted with the ab- 
sence of response to sunscreens that 
absorb only the short UV (PABA, 
PABA esters). Another unusual fea- 
ture in this patient is the localization 
of reactivity to certain areas of the 
face and neck. She did not react to 
UV-A on the back or other areas. 

Photoallergic reactions to exoge- 
nous photosensitizers are commonly 
elicited by the long UV. However, in 
this patient the eruption began one 
half to one hour after light exposure, 
rather than with the delay of 24 to 72 
hours characteristic of cell-mediated 
immune reactions. Photo-patch-tests 
were negative, not only with common 
photoallergens, but also with the vari- 
ous cosmetics and personal hygiene 
materials used by the patient. Dis- 
continuance of the use of cosmetics, 
soaps, and other agents did not affect 
the intensity of the reaction. More- 
over, there was no history of such ma- 
terials contacting only one side of the 
face. In addition, repeated question- 
ing on many visits failed to reveal 
any known phototoxic material that 
could have repeatedly contacted that 
area of the face. 

The question arises as to whether 
this eruption could be classified as 
a polymorphous light eruption or 


214 Arch Dermatol/Vol 111, Feb 1975 


whether it represents a different en- 
tity. Some authors have used the term 
polymorphous (or polymorphic) light 
eruption loosely to describe all un- 
classifiable reaction patterns induced 
by light after excluding all disorders 
of known cause or those that are part 
of a definable underlying disease.’ We 
would hope, however, that further 
careful examination of patients in 
this group might better define the 
characteristics of various entities 
that might, on uncritical examina- 
tion, be considered to fall within 
the syndrome of polymorphous light 
eruption. 

Certain common features are seen 
in almost all patients whose condi- 
tions are diagnosed as polymorphous 
light eruption; these features are not 
seen in this patient, and for this rea- 
son, we deduce that she suffers from a 
different disease entity. Poly- 
morphous light eruption is induced by 
the sunburning wavelengths (290 to 
320 nm), although the action spec- 
trum may be broadened to include 
shorter wavelengths? and, in some pa- 
tients, the long UV and visible radia- 
tions. However, recent studies using 
sophisticated light sources do not de- 
scribe patients with polymorphous 
light eruption whose sensitivity is 
confined to the long UV, as in this 
patient. Although polymorphous light 
eruptions typically vary in severity 
from one part of the affected skin to 
another, lesions are not confined to 
one or a few "fixed" areas of exposed 
skin over a long period of time, as ob- 
served in this patient.‘ Both on clini- 
cal examination and on phototesting, 
lesions occurring in polymorphous 
light eruptions are characteristically 
delayed 24 to 96 hours or even longer 
after the initial exposure.» By way of 
contrast in this patient, the eruption 
following long UV occurred within an 
hour of exposure and resolved within 
72 hours. Indeed, the eruption from 
long UV in this patient occurs more 
rapidly than does U V-B-induced sun- 
burn erythema. The histological 
changes in this patient are also dif- 
ferent from those described in poly- 
morphous light eruption® in that the 
infiltrate is mainly periappendageal 
rather than perivascular and edema is 
present in the lower rather than in 
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the upper dermis. 

Other known photosensitivity states 
with which this eruption might be 
confused appear to have been ex- 
cluded by the clinical features and in- 
vestigations in this patient. The ab- 
sence of vesicular, prumginous lesions 
followed by pitted scarring excludes 
hydroa vacciniforme, and the absence 


of urticarial lesions exeludes solar ur- | 


ticaria. There were no signs of skin 
fragility, hirsutism, blistering on sun 
exposure, or abnormal porphyrin con- 
centrations in red blood cells or urine, 
which might indicate a porphyria. 
The clinical lesions, histology, and 
negative LE preparation were not 
suggestive of lupus erythematosus. 
The patient was not ingesting pho- 
totoxie drugs. 

Although the localizztion of these 
lesions was similar to that observed 
in fixed drug eruption, there are im- 
portant differences. Neither sharp 
margins nor localized hyperpigmen- 
tation, which are both common fea- 
tures of fixed drug eruption, were 
seen in this patient. Her eruption 
seems to represent a new clinical en- 
tity. 


This work was supported im part by grant 
E00159 from the National Institute of Environ- 
mental Health Sciences. 
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Nonproprietary Names 
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284, Uval, Uvinul MS-40. 
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Epidermolysis Bullosa Acquisita 


With Electron Microscopical Studies 


Richard E. Gibos, MD, Harold R. Minus, MD 


Epidermolysis bullosa acquisita (EBA), 
one of the rase, scarring, nonhereditary, 
mechancbullaus diseases, occurred in a 
74-year-eld woman. Clinical, histologi- 
cal, and immunofluorescent findings 
are comoatible with those previously re- 
ported in cases of EBA. To our knowl- 
edge, this is the first report of electron 
microscepica studies in EBA. Electron 
microscepy of “normal-looking”’ skin with 
EBA shows a »oncellular, amorphous ma- 
terial or the dermal side of the basal 
lamina. Electon microscopy of slightly 
traumatized sxin with EBA is very similar 
to that seen i» dermolytic bullous derma- 
tosis. 
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idermolysis bullosa acquisita 

(EBA) is classified as one of the 
rare, scarring, nonhereditary, mech- 
anobullous diseases. The wide spec- 
trum of the mechanobullous diseases 
(epidermolysis bullosa) in their hered- 
itary and nonhereditary forms are 
fully discussed elsewhere.’ The mech- 
anobullous diseases are characterized 
by noninflammatory erosions or blis- 
ters, usually resulting from minor 
mechanical trauma to the skin.' Roe- 
nigk et al’ reported three new cases 
of EBA and reviewed 16 cases from 
the literature that fulfilled four diag- 
nostic criteria established by them. 
These criteria are as follows: (1) le- 
sions of epidermolysis bullosa dys- 
trophica (dermolytic bullous dermato- 
sis), (2) adult onset of the disease, (3) 
noncontributory family history for 
epidermolysis bullosa, and (4) exclu- 
sion of other bullous diseases. Only 
four additional cases of EBA have 
been reported in the last two years.*” 
To our knowledge, this is the first 
case report of EBA with electron mi- 
croscopical studies. 
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REPORT OF A CASE 


A 74-year-old woman was referred to 
the Division of Dermatology, Howard Uni- 
versity, in October 1973, because of a 
chronie, recurrent bullous eruption. Ap- 
proximately eight years prior to admis- 
sion, the patient began to develop bullous 
lesions on the heels. Over the years, easy 
rubbing off of skin and bullae have ap- 
peared after minor trauma. All her ex- 
tremities and her trunk have had these le- 
sions. The lesions heal with scarring, in 
which milia frequently develop. An occa- 
sional tongue ulcer has appeared. Progres- 
sive atrophic and dystrophic nail changes 
began in 1968. The outbreaks were never 
treated until July 1973, when a physician 
prescribed topically applied steroids. Perti- 
nent past history was as follows: arterio- 
sclerotie cardiovascular disease (angina) 
and myocardial infarction (MI), 1959; par- 
tial thyroidectomy, 1966; and cardio- 
pulmonary arrest with recovery, June 
1973. There was no history of allergies, di- 
abetes mellitus, pruritus, exacerbation of 
eruptions by sun exposure, chronic alcohol 
or drug ingestion, or gastrointestinal dis- 
turbance (except for mild dysphagia). She 
has taken multiple vitamins and orally ad- 
ministered digoxin since July 1973. Family 
history for any bullous eruption was non- 
contributory. 

On physical examination, there were 
scattered, tense or flaceid, clear, fluid 
bullae on her back, arms, legs, dorsum of 
feet, and on the soles. There were denuded 
areas on the heels, legs and buttocks. Nu- 
merous wrinkled, atrophic scars with milia 
and postinflammatory, hyperpigmented le- 
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sions were on the extremities (Fig 1) and 
trunk. Her fingers (Fig 1) and toes showed 
dystrophic scarring with nail dystrophy. 
Several pinpoint ulcers were present on the 
tongue. Nikolsky sign was present. Lymph- 
adenopathy was absent. 

The following laboratory test results 
were within normal limits: complete blood 
cell count; erythrocyte sedimentation rate; 
a sickle cell preparation; serum sodium, 
chloride, potassium, carbon dioxide, and 
calcium concentrations; blood glucose lev- 
els; blood urea nitrogen (BUN); serum 
creatinine, uric acid, and alkaline phospha- 
tase; lactic dehydrogenase (LDH); serum 
glutamic oxaloacetic transaminase (SGOT); 
T, T, T. tests; and urinalysis. Protein 
electrophoresis level was normal except for 
slight decrease in serum albumin level, 3.22 
gm/100 ml (normal, 3.5 to 4.5 gm/100 ml). 
Serum globulin electrophoresis level was 
normal except for a slightly elevated IgG 
level of 1,300 mg/100 ml (normal, 770 to 
1,130). Antinuclear antibodies, rheumatoid 
factor, 24-hour urinary porphyrins, uro- 
bilinogen and Bence-Jones protein values 
were negative. Cultures of heel ulcers grew 
coagulase-positive Staphylococcus aureus. 

An electrocardiogram showed left ven- 
tricular hypertrophy changes and left an- 
terior hemiblock. 

Roentgenographic studies of the chest, 
esophagus, small bowel, colon, and dorsal 
area of the spine were unremarkable ex- 





Fig 1.—Wrinkled, atrophic scars with milia on knuckles and dystrophic nails. 


Fig 2.—Skin biopsy specimens incubated with fluorescein-conjugated goat antihuman IgG. Both nontraumatized (left) and traumatized 
(right) skins show pemphigoid-like fluorescent band at basal lamina (original magnification X 250). 
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Fig 3.—Light micrographs from EBA: nontraumatized (left) and lightly traumatized 
(right) skin (toluidine blue, 1%, original magnification x 225 [left], x 350 [right]). 





Fig 4.—Electron micrograph of EBA. Nontraumatized skin shows the basal lamina (BL) 
and noncellular, amorphous material (A) on its dermal side (osmium tetroxide, original 
magnification x 13,490). 
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Fig 5.—Electron micrograph of EBA. Lightly traumatized skin shows early blister cavity 
(C). Basal lamina (BL) is shown forming the roof with noncellular amorphous material 
(A) adhering to its dermal side (osmium tetroxide, x 9,690). 


Fig 6.—Electron micrograph of EBA. Lightly traumatized skin shows blister cavity, ba- 
sal lamina (BL) and noncellular amorphous material (A). Anchoring fibrils (AF) are also 
shown (osmium tetroxide, x 14,700). 
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cept for cardiomegaly, osteoarthritis of the 
cervical area of the spine and compression 
fractures of T-12 and L-1. 

On two skin biopsy specimens, one from 
an old bulla, the other from slightly 
traumatized skin ("early bulla"), hema- 
toxylin-eosin staining shewed the epi- 
dermis to be moderately atrophic and 
showed a moderate degree of hyper- 
keratosis with subepidermal separation. 
The subepidermal cavities eontained occa- 
sional degenerating cellula" material and 
few red blood cells. PAS-pesitive-staining 
basal lamina (BL) material clung to the 
roof of an old bulla and was seen at the 
roof and floor of an early bulla. Evaluation 
of the old bulla for amyloid with Congo red 
was negative, but elastic staining with 
Verhoeff-Van Gieson stain was sparse in 
the upper dermis. 

Venipuncture blood serum was obtained 
after centrifugation for incirect immuno- 
fluorescence studies and stored at —20 C 
until used. 

Monkey esophagus, frozen and stored in 
liquid nitrogen, was used as the substrate. 
It was sectioned in a cryostat at —20 C in 
6u sections and placed on glass slides. The 
sections were then warmed to room tem- 
perature and layered with two drops of 
phosphate-buffered-saline (PBS) diluted 
sera. They were then incubated in a closed 
chamber for 30 minutes at room tempera- 
ture. The slides were washed for 30 min- 
utes in PBS (pH 7.0). They were then 
overlaid with one drop of commercially 
prepared, fluorescein-conjugated, goat an- 
tihuman IgG (protein, 15.1 mg/ml; fluores- 
cein-protein ratio, 3.9M; antibedy concen- 
tration, 2.3 mg/ml) at 1/50 dilution, and 
incubated for 30 minutes at room tempera- 
ture. The slides were then washed for 60 
minutes in PBS (pH 7.0) before cover slide 
mounting, using one drop of glycerine per 
PBS mixture. All sections were examined 
microscopically, using a mercury light 
source, a dry darkfield condenser, a BG 12 
exciting filter and a K530 barrier filter. All 
sections showed negative fluarescent stain- 
ing. 

Sections from lightly traumatized and 
normal-looking nontraumatized (except by 
the biopsy procedure) skin biopsy speci- 
mens for immunofluorescenc: studies were 
frozen in liquid nitrogen and stored at —70 
C. The frozen specimens were sectioned in 
a cryostat at —20 C. The sections, on glass 
slides, were warmed to room temperature, 
and then washed for 20 minutes in PBS 
(pH 7.1). They were then layered with com- 
mercially prepared, fluorescem-conjugated 
goat antihuman IgG (protein, 15.1 mg/ml; 
fluorescein-protein ratio, 3.°M; antibody 
concentration, 2.3 mg/ml) at 1/50 dilution 
for 30 minutes. The slides were then 
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washed again im PBS for 60 minutes be- 
fore cover stide mounting and examination 
by the techniques described previously. Lo- 
calized IgG-showed a solid band of fluores- 
cent staining mazerial at the dermoepider- 
mal junction in both the nontraumatized 
(Fig 2, left) anc lightly traumatized skin 
biopsy specimen (Fig 2, right). 

Two light micographs (Fig 3, left and 
3, right) and the electron micrographs 
were obtained from the same biopsy speci- 
mens. The tisswe was fixed in glutaral- 
dehyde, postfixed in osmium tetroxide and 
embedded in epexy resin. Electron micro- 
graphs of both rontraumatized (Fig 4) and 
lightly traamatzed (Fig 5) biopsy speci- 
mens revealed 2 reduction in the compact- 
ness of collagen ‘ilaments in the upper der- 
mis. There wer? occasional degenerating 
cellular materia 3 seen in the blister cavity. 
In the nontraumatized section (Fig 4), 
there was amor»hous material attached to 
the derma. side of the BL and upper bor- 
der of the-dermis; however, no significant 
subepidermal separation was seen. Elec- 
tron mierescop-al views of the trauma- 
tized section (Fg 6) revealed a subepider- 
mal separation with the BL adhering to 
the epidermal sde, forming the roof of the 
blister cawity with noncellular, amorphous 
material attacked and extending into the 
cavity; the floor was formed by the dermis. 
Collagen filameats-or fibers were absent in 
the amorphous material at the BL separa- 
tion on itsedermal side (Fig 7). Only one set 
of anchoring fi! rils (Fig 7) appeared to be 
continuous witk the BL on its dermal side. 

Cleansing scaks, lotions, and topically 
and systemically administered  cortico- 
steroids were tae initial modes of therapy. 
Orally administered prednisone was re- 
duced from 6C mg/day to zero over 3% 
months. One month prior to discontinua- 
tion of prednis ne treatment, a trial treat- 
ment of vitamin E (1,600 international 
units [IU /day was added to the manage- 
ment. Only one new bulla was reported af- 
ter one month-of therapy with vitamin E 
alone. Topically applied steroids have been 
continuec and Nikolsky sign persists. 


ZOMMENT 


This patiert has EBA by the crite- 
ria of Roenizk et al.’ All other pos- 
sible builous diseases in this patient 
(pemphigus, 5ullous pemphigoid, bul- 
lous lichen p. anus, porphyria cutane- 
ous tarda, bullous erythema multi- 
forme, bulloas lupus erythematosus, 
dermatitis aerpetiformis, and am- 
yloidosis) were ruled out on the basis 
of medical history, clinical findings, 
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laboratory values, immunofluores- 
cence studies, and light microscopical 
and electron microscopical evidence. 

The reported association of enteri- 
tis or colitis diseases with EBA*^ was 
not present. 

PAS-positive-staining BL material, 
clinging to the blister roof,’ and 
splitting, forming the roof and the 
floor was present. Epstein et al’ 
have reported BL material splitting 


in normal and abnormal skin of EBA 


patients. 

Only a relative decrease in elastic 
tissue was found; Sasai and Fuji- 
yama’ have reported similar findings. 
Sams and Smith? have reported in- 
creased dermal elastic tissue in EBA. 





C 


Fig 7.—Electron micrograph of EBA. Lightly traumatized skin demonstrates absence of 
collagen fibers in noncellular amorphous material (A) on the dermal side of basal lamina 
(BL). C is blister cavity. Anchoring fibrils (AF) are continuous with BL (osmium te- 
troxide, original magnification x 109,200). 


Connective tissue abnormality in 
EBA has been suggested by the dem- 
onstration of increased dermal acid 
mucopolysaccharides on histochemical 
staining.*? Roenigk et al’ and Kush- 
niruk? recently reported similar find- 
ings, Pearson" has suggested that 
the increase in acid mucopolysaccha- 
rides in the dermis in EBA is a reac- 
tive or associated phenomenon. Der- 
mal acid mucopolysaccharides were 
not investigated in this patient. 

Roenigk et al? and Kushniruk? re- 
ported negative results in their indi- 
rect immunofluorescence studies, as 
in this case. Kushniruk’ recently re- 
ported positive results in direct im- 
munofluorescence studies in two pa- 
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tients. He found localization of IgG 
antibody and C3 component of com- 
plement at the dermoepidermal junc- 
tion. He speculates that this may well 
differentiate EBA from the heredi- 
tary forms of epidermolysis bullosa. 
Similar findings are shown in Fig 
2, left and right. Direct immuno- 
fluorescence studies in this case 
were not unlike those seen in bullous 
pemphigoid. However, the patient's 
atrophic scars and dystrophic nails 
are not the clinical picture of bullous 
pemphigoid. 

A review of the literature revealed 
no previous report of EBA with elec- 
tron microscopical studies, to our 
knowledge. Pearson" has demon- 
strated, by electron microscopy in 
dermolytic bullous dermatosis, a sig- 
nificant decrease in fine collagen fila- 
ments inserting into the BL with a 
similar decrease jin the uppermost 
part of the dermis in nontraumatized 
Skin. Pearson's'" studies of early 
epidermolysis bullosa dystrophica 
(DBD) blister formation have shown 
the epidermis to be intact with the 
BL adhering to it at the roof of the 
cavity. Amorphous material was 
shown on the dermal side of the BL 
and in the blister cavity, but no in- 
tact collagen filaments were demon- 
strated. Similar findings are shown in 
Fig 6 and 7. In this case there was 
considerably more amorphous mate- 
rial on the dermal side of the BL of 
both nontraumatized and trauma- 
tized biopsy specimens compared to 
Pearson’s” patients with DBD. 

Briggaman and Wheeler’? recently 
demonstrated by tissue culture and 
electron microscopy that there is an 
impairment in the formation of an- 
choring fibrils in DBD of the reces- 
sive type, and suggest that the defect 
resides in the dermal components. 
The presence of a considerable 
amount of amorphous material at the 
dermal side of the BL (Fig 4), and the 
rare finding of anchoring fibrils (Fig 
7) suggest the existence of a pre- 
disposition of the dermoepidermal 
junction to separate. The pathologic 
events in EBA may be very similar to 
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those demonstrated by Briggaman 
and Wheeler. 

The pathogenesis of epidermolysis 
bullosa appears to be unfolding. Col- 
lagenase is an enzyme capable of 
degrading collagen fibrils under phys- 
iologie conditions of temperature and 
pH." Increased collagenase activity 
has been shown to occur in the skin of 
patients with dermolytic bullous der- 
matosis.'^ Lazarus” attributes the in- 
creased local levels of collagenase to 
chronic injury, and suspects that the 
primary pathophysiologic event is a 
genetically determined defect in the 
structure of the papillary dermis in 
patients with DBD. Michaelson et al^ 
recently reported control of bullae 
formation, and return to normal of 
collagenase activity in involved skin 
of two patients with dystrophic epi- 
dermolysis bullosa, after 30 days of 
vitamin E therapy. They therefore 
suggested the existence of a specific 
relationship between the adminis- 
tration of vitamin E and the patients’ 
response. A therapeutic trial of vita- 
min E appears to be reasonable in all 
patients with any of the mechano- 
bullous diseases. 

Treatment of EBA is varied. Pur- 
dy? reported some success with dap- 
sone and sulfamethazine in his pa- 
tient with EBA. Topically” and 
systemically^'* administered corti- 
costeroids have been used in the 
treatment of DBD and EBA with 
varied success, as in this case. To our 
knowledge, Wilson’ was the first to 
report the use of vitamin E in the 
treatment of epidermolysis bullosa. 
Smith and  Michener" recently 
treated two sisters with mild DBD of 
the recessive type with 1,600 IU/day 
of vitamin E and achieved good blis- 
ter control. Our patient appears to be 
responding similarly. 

EBA remains clinically an enigma. 
The pathogenesis is just beginning to 
be elucidated and the treatment is 
still conjectural. 


Major David Stabenow, MC, USA, did the im- 
munofluorescence studies. 

R. Leonard Tillman, PhD, did the electron mi- 
croscopy. 
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Acute, Eruptive Darier Disease 


(Keratosis Follicularis) 


Occurrence in an Adult 


Harold C. Fishman, MD 


Because of the rarity of Darier’s dis- 
ease (keratosis follicularis) occurring as 
an acute, eruptive disease in a mature 
adult, a case with sudden onset in a 51- 
year-old white man is reported. Small, 
pale-gray, smcoth papules on the sides of 
the arms spread to the sides of the chest, 
abdomen, and legs within a week. With a 
biopsy examination, histopathologic find- 
ings were acanthosis, hyperkeratosis, la- 
cunae, acantholysis, corps ronds, and 
grains. Topical therapy with 0.05% fluo- 
cinonide /Lidex) cream has given marked 
improvement. 


Wu a week, a 9O5l-year-old 
white man developed a wide- 
spread erupt on, which was histologi- 
cally prover to be Darier disease 
(keratosis folicularis). 

Sudden wilespread eruption of Dar- 
ier disease ir a mature adult is so rare 
that it prompted me to report this 
case. 
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REPORT OF A CASE 


A 51-year-old white man, who had red 
hair, very fair skin, and brown eyes, was 
seen because he had developed several new 
small, pale-gray, smooth papules on the 
sides of the arms, which spread to the sides 
of his chest, abdomen, and legs within a 


week. These tiny papules, spreading most- 
ly to the sides of the chest and of the abdo- 
men (Fig 1), seemed mainly follicular and 
persisted. Gradually, over a month, they 
became more raised and brownish, resem- 
bling tiny keratoses seborrheica. 

A biopsy was done of a typical lesion on 
the right lateral lower chest. This biopsy 


Fig 1.—Grouped small, gray papules, lower right lateral side. 
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Fig 2.—Biopsy specimen from right lateral lower chest, showing acanthosis, hyper- 
keratosis, lacunae, corps ronds, and grains (hematoxylin-eosin, original magnification 
x 100). 





Fig 3.—Higher power of biopsy specimen from right lateral lower chest, showing 
clearly the corps ronds and grains (hematoxylin-eosin, original magnification x 250). 


speeimen showed acanthosis, hyperkera- 
tosis, lacunae, acantholysis, corps ronds, 
and grains (Fig 2 and 3). Consultation was 
with Paul Hirsch, MD, a dermatopatholo- 
gist, who agreed that it was an adult erup- 
tive form of Darier disease. 

The patient has been treated only with 
fluocinonide (Lidex) cream four to eight 
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times daily, and the lesions have become 
lighter, flatter, and smaller. Nine months 
after onset, the lesions are almost gone. 
My results with vitamin A acetate therapy 
(100 mg, orally administered, three times 
daily) for Darier disease have not been 
very encouraging, and they are not given 
here. 


COMMENT 


Darier disease' is a rare congenital 
disease, causing dirty, warty, papular 
excrescenses that tend to coalesce 
into patches, usually on symmetrical 
areas of the face, trunk, and flexures 
of the extremities. 

Early lesions are usually small, 
firm, follieular papules, almost the 
color of normal skin, and each usually 
becomes covered with a greasy, gray, 
brown, or black crust, which fits into a 
small concavity in the summit of the 
papule. With time, the lesion becomes 
darker, and after many vears, pap- 
ules may fuse into papillomatous, 
vegetating, malodorous growths. As 
they become fissured and super- 
ficially ulcerated, they may be cov- 
ered with an offensive purulent and 
sanguineous exudate. 

This disease is more common in 
men and usually begins early in life, 
and two or more cases may occur in 
the same family. 

One case was reported in 1919, by 
Fernet and Scheikevitch,’ with onset 
at age 62 years. 

Witten and Geifarb, in 1963, re- 
ported three cases of sudden develop- 
ment of numerous generalized kera- 
totic papules, proven histologically to 
be Darier disease. The ages of onset 
were 70, 53, and 53, respectively. 
All patients were being administered 
corticosteroids for other symptoms. 
My patient was not. 
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Nevoid Follicular 


Epidermolytie Hyperkeratosis 


Gerd Plewig, MD, Enno Christophers, MD 


Comedo-like follicular papules of hair- 
follicles, confined to the left side of the 
upper part of the body, were found in a 22- 
year-old woman. Histological features 
were of epidermolytic hyperkeratosis with 
involvement of the follicular epithelium 
and the sebaceous duct with compact hy- 
perkeratosis, but almost no interfollicular 
epidermal alterations were found. Be- 
cause of the nevoid distribution, the 
prominent follicular plugging, and epider- 
molytic hyperkeratosis, we describe this 
condition as nevoid follicular epidermoly- 
tic hyperkeratosis. 


distinct epithelial histologic 
feature has recently attracted 
considerable attention,"* namely epi- 
dermolytic hyperkeratosis. It consists 
of clear spaces around the cell nuclei 
in the upper living portion of the epi- 
dermis, a thickened granular layer with 
reticulate cell boundaries, irregular 
keratohyalin-like material, compact 
hyperkeratosis, and occasional para- 
keratotic horny cells. 
Originally these epidermal changes 
had been reported only in bullous 
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ichthyosiforme erythroderma (epider- 
molytic hyperkeratosis). ^* Later, 
solitary variants were reported,'''? 
and, recently, a variety of other skin 
conditions were reported in which the 
histologic features of epidermolytic 
hyperkeratosis were detected acciden- 
tally.'? The case of a patient suffer- 
ing from "congenital epidermolytic 
hyperkeratosis" with multiple skin 
changes (follicular hyperkeratosis of 
the Kyrle type, sebaceous cysts, lipo- 
mata), in addition to gross hyper- 
keratosis and occasional bullae on 
palms and feet, were reported." 

Ackerman! and Ackerman and 
Reed? elaborated on these features in 
a variety of solitary skin lesions (pilar 
cyst, cutaneous horn, seborrheic kera- 
tosis), in the epidermis overlying 
lichen amyloidosis, or close to the epi- 
dermal changes in verrucous kerato- 
sis and squamous cell carcinoma. Epi- 
dermolytic hyperkeratosis, therefore, 
can no longer be considered as the 
distinct sign of a genetically deter- 
mined*-*^" or hamartomatous":'* dys- 
function in keratinization. So far, in 
all of the specimens studied, the epi- 
dermis was the site of events, except 
the pilar cyst described by Acker- 
man.’ 

In our communication, we describe 
a variety of epidermolytic hyper- 
keratosis with nevoid appearance, 
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perkeratotic papules predominantly located on upper trunk. Inflammatory signs are ab- 
sent. A central hair arising from these comedo-like papules can occasionally be seen. 


comedo-like follicular hyperkeratosis 
of hair follicles including sebaceous 
ducts, and occasional foci in the epi- 
dermis and acrosyringium. Because 
of the nevoid distribution, the promi- 
nent follicular plugging, and epider- 
molytic (acanthokeratolytic) hyper- 
keratosis, we call this condition 
nevoid follicular epidermolytic hyper- 
keratosis. 


REPORT OF A CASE 


A 22-year-old Turkish woman, who had 
moved to Germany in 1968, first visited our 
clinic in September 1970 because of 
comedo-like lesions over her left shoulder. 
The papules had been present for more 
than ten years and were only a cosmetic 
problem. The family history was noncon- 
tributory; her parents, a brother, and a sis- 
ter are living in Turkey without apparent 
skin, nail, or hair disorders. The coopera- 
tive patient subsequently visited at home 
with her relatives and, after instruction, 
could not find any similar skin lesions or 
palmar pits. 

Follicular keratotic papules, very similar 
to open and closed comedones, were con- 
fined to the left side of the upper part of 
her body (Fig 1), namely shoulder, clavicu- 
lar area, and lateral sides of the neck. 
Smaller and almost inconspicuous papules 
were detected on upper part of her left 
arm, breast, forehead, and scapular area. 
The largest lesions were 2 mm in diameter. 
They were dome-shaped with a distinct 
central keratotic plug surrounding a hair. 
No signs of inflammation were noted. The 
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hard central plug could be extracted only 
with difficulty. No palmar pits were evi- 
dent. The remainder of the physical exami- 
nation results, including mucous mem- 
branes, feet, nails, and hair, were normal, 
as were results of routine laboratory tests. 


Histopathological Findings 


Two excisional biopsies from the left 
shoulder (taken in 1970 and 1972) were se- 
rially sectioned and stained with hema- 
toxylin-eosin and HALE-PAS. They 
showed identical findings. The prominent 
features were distended sebaceous follicles 
with keratotic, sometimes comedo-like, 
plugs (Fig 2). The epithelial linings of in- 
fundibulum and sebaceous duct and 
occasionally the acrosyringium showed 
typical changes along their entire length or 
focally (Fig 2 through 4). Prominent fea- 
tures were a normal appearing stratum 
basale, increased number of mitoses, acan- 
thosis of the follicular epithelium but no 
papillomatosis, formation of reticulated 
prickle cells, indistinct reticulate cellular 
boundaries, clear spaces of various sizes 
around the nuclei in the stratum spinosum 
and stratum granulosum, hypergranulosis 
with irregular shaped and sized keratohya- 
lin-like granules, dense and compact fol- 
licular hyperkeratosis, basophilic con- 
densed perinuclear material in the upper 
stratum spinosum, stratum granulosum, 
and stratum corneum (‘‘parakeratotic 
cells"), and a predominantly lymphocytic 
perifollicular infiltrate. 

Almost all sebaceous follicles and vellus 
hair follicles within the biopsy specimens 
were involved, usually on both sides of the 
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Fig 2.—Sebaceous follicle showing typi- 
cal involvement of entire follicular epithe- 


lium (arrows). Acanthosis, reticulate 
prickle cells, clear perinuclear spaces, 
and  hypergranulosis are prominent. 
Densely packed horny cells dilate infun- 
dibulum, with predominantly lymphocytic 
infiltrate next to epidermolytic hyper- 
keratosis (hematoxylin-eosin, original 
magnification x 90). 


follicular epithelium (Fig 2). Occasionally 
only one side showed sparse, patchy foci 
of epidermolytic hyperkeratosis. These 
changes reached as far as the distal por- 
tion of the sebaceous duct (Fig 2). Se- 
baceous glands, infraglandular portions of 
hair follicles, and sweat ducts were normal. 
In contrast to the extensive involvement of 
the follicles, the interfollicular epidermis 
appeared normal except for some minute 
foci only shown by serial sec-ioning. 

The keratotic plug contained a straight 
hair but no gross accumulatien of bacteria 
or yeasts. The dermis was normal except 
for a predominantly lymphocytic in- 
flammatory cell infiltrate below the areas 
of epidermolytic hyperkeratosis (Fig 2). 

In one specimen, a peculiar histopatho- 
logical feature was observed—the simulta- 
neous presence of focal epidermolytic hy- 
perkeratosis and focal  acantholytic 
dyskeratosis (ie, the features of Darier dis- 
ease with "corps ronds") (Fig 4). 


Treatment 


Tretinoin (Retin-A) cream (2.0596) or tre- 
tinoin solution (0.05%) was applied once or 
twice daily. All follicular ke-atotic plugs 
disappeared within six weeks of initiating 
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Fig 3.—Infunaibulum showing follicular epidermolytic hyper- 
keratosis. Bene. th densely packed hyperkeratotic stratum corn- 
eum, Malpighian layers are thickened with formation of lacunae 
(hematoxylin-ecsin, original magnification x 450). 


treatment. After cessation of therapy, new 
comedo-like papules developed within six 
weeks. A second course of the topical prep- 
aration was equally effective, but when the 
treatment was stopped, the disease re- 
lapsed. 


COMMENT 


Our first diagnosis was nevus come- 
donicus, keratosis follicularis (Darier- 
White), or an unclassified acneiform 
eruption. 

However, tae histological features 
prompted recensideration of the diag- 
nosis. The mejor histological changes 
similar to epidermolytic hyper- 
keratosis in -he epidermis appeared 
in the keratinizing epithelium of se- 
baceous and -ellus hair follicles. 

We believe that this clinical and 
histological variety of epidermolytie 
hyperkeratos s has not been described 
before. These-changes classify our pa- 
tient with the group of epidermolytic 
hyperkeratosss!'?*5525 (aeanthokera- 
tolytic hyperxeratosis^^). The promi- 
nent follieulààr comedo-like hyper- 
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tic cells and corps ronds with predominant feature of follicular 
epidermolytic hyperkeratosis (hematoxylin-eosin, original magni- 


Occurrence of Features of Epidermolytic Hyperkeratosis in Other Skin Diseases" 


Hereditary 


Congenital ichthyosiform 
erythroderma, bullous type!.? 


Hereditary keratoderma, 
Vórner type? 
Hereditary epidermal or 
linear nevus 
Ichthyosis hystrix! 
Nevus unius lateris! 





Hamartomatous 


Epidermal 
Linear (nonhereditary) 
epidermal nevus 
Isolated epidermolytic 
acanthoma!!,!2 
Akanthokeratolysoma? 
Hard nevus of Unna? 
Follicular 
Nevoid epidermolytic 
hyperkeratosis 


Nevoid or 
Acquired 


Accidental foci'.? 
Cutaneous horn 
Seborrheic 

keratosis 
Solar keratosis 
Granuloma annulare 
Lichen amyloidosus 
Squamous cell 
carcinoma 
Pilar cyst 


* Hard nevus of Unna and akanthokeratolysoma are used as synonyms for isolated epi- 


dermolytic acanthoma. 


keratoses in a nevoid form and the 
unique histopathological changes led 
to the term nevoid follicular epider- 
molytic hyperkeratosis. 

The differential diagnosis in this 
case includes keratosis follicularis 
(Darier-White), an acneiform erup- 
tion, and nevus comedonicus. This 
diagnosis should not be made if there 
is a lack of palmar pits, typical corps 
ronds or grains, and exposure to ac- 


neigenic compounds. 

From a clinical point of view, the 
term “epidermolytic hyperkeratosis” 
has been coined by Frost and Van 
Scott for a spectrum of skin dis- 
orders that is either generalized or lo- 
ealized, such as nevi. The concept is 
based on typical histologic features of 
the epidermis, the increased rate of 
epidermal new cell production, and 
biometric data. Systematized*'*'* 


Hyperkeratosis/Plewig & Christophers 225 


Tea eT, LI 
a 


linear** or solitary''* forms were in- 
cluded although kinetic and biometri- 
cal data are lacking at the moment. 
In the hamartomatous and acquired 
form of epidermolytic hyperkeratosis, 
the histological alterations of the epi- 
dermis are of critical importance in 
classifying this group of disorders as 
epidermolytic hyperkeratosis, for 
which Lapiére introduced the term 
"degeneration granulaire’’ after 
Nikolsky had called it "acanthoke- 
ratolysis.’” 

In the Table, the various types of 
epidermolytic hyperkeratosis that 
have been reported are classified. Our 
present case of follicular epidermoly- 
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5. Lapiére S: Epidermolyse ichthyosiforme 
congénitale ^ (érythrodermie _ ichthyosiforme 
congénitale forme bulleuse de Brocq). Ann Der- 
matol Syphilol 3:401-405, 1932. 

6. Làpiere S: Les génodermatoses hyper- 
kératosiques de type bulleux. Ann Dermatol 
Syphilol 80:597-614, 1953. 
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tic hyperkeratosis is grouped under 
the heading "nevoid" or “ham- 
artomatous" because of the distribu- 
tion and the clinical aspects of the le- 
sions. 


In a recent report of familial 


dyskeratotic comedones" and a sim- 
ilar case report," no mention is made 
of follicular epidermolytic hyper- 
keratosis. From the description, how- 
ever, follieular epidermolytic hyper- 
keratosis cannot be excluded. 

The good therapeutic response to 
topical application of tretinoin seems 
worth mentioning. It has been our ex- 
perience with a number of patients 
(unpublished data), who show histo- 
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logical signs of epidemmolytic hy- 
perkeratosis (including bullous ich- 
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Erythema Gyratum Repens 


With Metastatic 
Adenocarcinoma 


Marvin Skolnick, MD, FRCP(C), Edwin Rodney Mainman, MB, ChB, LMCC 


A patient with Erythema Gyratum Re- 
pens (EGR) hae a marked increase of his 
eruption, with uncontrollable pruritus that 
was unresponswe to steroid therapy. This 
culminated in an exfoliative dermatitis. 
A metastatic, endifferentiated adenocar- 
cinoma was removed following a right- 
sided craniotomy. The patient then had 
complete cessation of his pruritus, with 
moderate imprevement of his eruption. All 
the reported cases of EGR were reviewed 
in terms of the source of the malignant 
disorder. The relationship between the 
time of onset of the EGR and the dis- 
covery of the malignant disorder, as well 
as the effect of treatment of the malignant 
condition on the course of the EGR, was 
studied. The cata suggest a highly prob- 
able relationsBip between the two. 


Mee diseases have an un- 
known cause and with protean 
manifestations involving the mucocu- 
taneous system. We studied the rela- 
tionship of >ne of these cutaneous 
manifestaticas, namely erythema- 
gyratum repens (EGR), to internal 
malignant d:seases. 


REPORT OF A CASE 


A 45-year-o d salesman was seen initial- 
ly in October 972, for an eruption limited 
in distributio- to the upper part of the 
chest. Although the rash had been present 
since approximately February 1972, he had 
enly a small number of lesions. These had a 


raised edematous, erythematous, semi-an- 
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nular border with a slight scale on the 
edges and clearing in the center. The diag- 
nosis of erythema perstans was made. The 
patient also had tinea versicolor and atopic 
dermatitis, which responded to treatment 
with 20% sodium thiosulfate and .025% tri- 
amcinolone cream, respectively. The fun- 
gus cultures of the groin and toes, which 
appeared normal, were negative. As the 
erythema perstans persisted unchanged 
the patient was given a course of griseo- 
fulvin, 250 mg administered four times 
daily for two weeks, with no beneficial ef- 
fect on the erythema perstans. 

By the end of November, the rash was 
no longer oval or round in configura- 
tion but had an irregular erythematous, 
slightly raised serpiginous, band-like out- 
line, giving the appearance of swirls of 
ropes (Fig 1) or timber graining. The diag- 
nosis of EGR was made and an investiga- 
tion for an underlying cancer was initi- 
ated. Chest x-ray films, metastatic series, 
upper and lower gastrointestinal tract 
series, and an intravenous pyelogram 
(IVP) demonstrated no abnormalities. 

A previous biopsy specimen of the skin 
(Fig 2) showed that the epidermis is thin 
on one side, consisting of two or three liv- 
ing layers and a few parakeratotic horny 
layers, without a granular layer. Below 
this atrophic area is a dense and diffuse 
cellular infiltrate in the papillary and sub- 
papillary layers. The infiltrate consists of 
small dark-staining cells rather than lym- 
phocytes. This dense infiltrate gradually 
diminishes toward the right half of the 
section where there is only mild peri- 
vascular round cell infiltrate in these areas. 
The epidermis in these parts has a granu- 
lar layer and is covered by a relatively 
thin and compressed eosinophilic-staining 
horny layer. Although the histologic fea- 
tures of EGR are not characteristic, the 
biopsy specimen findings are compatible 
with the diagnosis. 

Treatment was started with prednisone, 


10 mg administered four times daily for 
two weeks and then 40 mg every other 
morning. The patient showed a substantial 
improvement, but not complete clearing of 
the eruption. In February 1973, he devel- 
oped a generalized convulsion preceded by 
weakness and numbness of his left arm 
and leg. He then volunteered a two to three 
month history of inereasing headaches and 
minor dizziness. Since the neurological con- 
sultation including electroencephalogram, 
brain scan, and carotid arteriogram 
showed no definite abnormality, the pa- 
tient was treated with phenytoin and 
phenobarbitol. The eruption was suffi- 
ciently controlled to the extent that the 
prednisone dosage was reduced to 20 mg 
every other morning. In March, the erup- 
tion rapidly became more extensive, so 
that within weeks, it became generalized 
and had converted to an exfoliative derma- 
titis, which was extremely pruritic and did 
not respond to treatment with 40 mg of 
prednisone every other morning. 

In May, the patient’s neurological com- 
plaints were much more severe. The physi- 
cal examination showed papilledema and a 
repeat neurological investigation demon- 
strated an abnormal angiogram. A right 
craniotomy, which was performed immedi- 
ately, revealed a large, cell-undifferen- 
tiated adenocarcinoma of metastatic ori- 
gin. The pathologist recommended that a 
primary malignant tumor of the lung 
should be excluded. The cystogram, cys- 
toscopic examination, bronchogram, IVP, 
and cytological examinations of the spu- 
tum showed no abnormalities. 

The patient was discharged to his local 
hospital 17 days following surgery, with 
the skin moderately improved. He had no 
further itching even though he was not 
taking any steroids. The patient died two 
weeks later; no autopsy was performed. 


COMMENT 
Dermatophytid' is one of the fre- 
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Summary of Reported Cases 


of EGR 
















of Malignant 
Reference Tumor EGR Diagnosis, mo* Effect of Treatment 
Thomson & Stankler? Bladder 5, before Died 
Thomson & Stankler? Prostate 16, after Not stated 
Leavell et al4 Metastatic possibly 21, before Eruption cleared temporarily after craniotomy 
malignant melanoma for metastatic lesion 
Purdy> Breast 3, before Itching disappeared in 24 hours; erythema gone by 
third day; entire rash gone by 10th day 
Schneeweiss Lung 5, before Much improved by 12 days after radiotherapy: 
& Gold$ 1 month later, almost completely nc-mal 
Van Dijk? Cervix 5, before Only slight improvement after radiation therapy, but 
(metastatic) more metastases discovered shortly thereafter; 
marked regression before death 
Gammel? Breast 9, before Eruption started to improve after 2 davs, and 
cleared by 12th day 
Church & Shammy? Lung 1, before Cleared by 10 days 
Caldwell!9 Lung Not given Cleared 
Solomon!! Lung 3, before Died 
Migueres et al? Lung 20, after Cleared within months of chemotherapy 
Thivolet et al!? Myeloma 4, after Died 
Storck et al’4 Hypopharynx Days after (number Gradual clearing over months 
not given) 
Le Coulant!5 Uterus 4, before Died 
Woerdeman!é Stomach Not given Not given 
Duperrat et al!” Tongue 6, after Died 
Duperrat et al? Uterus 7, after Cleared after x-ray therapy but required high doses 
of steroids 
Pevny!? Stomach 5, before No treatment; rash improved 1 week before death 
Pokorny & Hula? Lung Simultaneously Improved by 2nd month of chemotherar y; cleared 
by 4 months 
Hochleitner et al?! Lung 5, before Only slight change, but chemotherapy t-eatment 
ineffective 
Skolnick Metastatic, 15, before Immediate cessation of previously severe pruritus; 
possibly lung some improvement in rash 





* Time at which EGR diagnosed given in terms of months before or after discovery of malignant disease or tumor. 





Fig 1.—Characteristic timber graining 
appearance of erythema gyratum repens. 


quently reported causes of erythema 
perstans. Jillson reported the associa- 
tion of erythema annular centrifu- 
gum with superficial tinea infections 
that are often not clinically detect- 
able. Successful treatment of the 
tinea versicolor, which has not been 
reported in association with ery- 
thema perstans, produced no effect on 
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» af aT. Caen eg 
Fig 2.—Biopsy specimen prior to therapy 
reveals dense perivascular round cell infil- 


trate (hematoxylin-eosin, original magnifi- 
cation x 100). 





our patient’s configurate eruption. 
This was not unexpected, as tinea 
versicolor is too superficial to produce 
any systemic response. The cultures 
were negative for fungus in our pa- 
tient and treatment with griseoful- 
vin had no effect on the erythema 
perstans. i 

White and Perry? found that only 


seven out of 113 cases of erythema 
perstans were associated with malig- 
nant disease. In only three of these 
seven cases could White and Perry ac- 
cept a causal relationship. In our case, 
because of the onset of the eruption 
before the neurological zomplaints, a 
marked increase in severity of both 
the eruption and the pruritus that 
corresponded to the period of in- 
creased neurological symptoms and 
signs, with complete cessation of the 
pruritus after removal of the meta- 
static lesion of the brain, a causal re- 
lationship is probable. One would not 
expect an exfoliative dermatitis to re- 
solve immediately, but the dramatic 
cessation, following surgery, of a pre- 
viously uncontrollable pruritus sug- 
gests a cause and effect relationship. 

As can be seen from the summary 
(Table), the time relationship be- 
tween the discovery of the caneer and 
onset of the rash is usually seven 
months or less, with the majority of 
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eases occurring within only four 
months or less. In most cases, the 
EGR preceded the discovery of the 
malignant disease. In several 
cases, ^^ the 2ruption occurred soon 
after discover- of the cancer; in a 
small number of cases, they oc- 
curred concomitantly. Although in 
our case the eruption started in Feb- 
ruary 1972, it was not recognizable as 
EGR until November, six months be- 
fore the discovery of the malignant 
condition. However, the symptoms of 
headaches anc dizziness did start at 
approximately the same time as the 
EGR was evident. 

In most cases for which the infor- 
mation is given and in which the ma- 
lignant eenditon was not too exten- 
sive, there was dramatic to moderate 
improvement following treatment. 
For Gold's and Coldwell's patients, 
who were reported to have been 
cured, the eruption did not recur. In 
those with widespread extensive me- 
tastases such as Hochleitner and Van 
Dijk’s patients, the treatment of the 
cancer did nct appear to affect the 
course of the EGR. Van Dijk’s and 
Pevny’s patieats did not demonstrate 
the regression of the EGR until just 
before death Leavell’s patient im- 
proved temporarily after craniotomy 
for the metastatic lesion, but the 
eruption recurred as the metastases 
became more widespread. 

If one accepts the lumping of all 
erythema perstans into one group, 
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one would have to agree with Perry 
that the correlation of only three of 
his 113 cases with malignacy is ex- 
tremely low. Shelley? recommended 
the classifieation of the figurate 
erythematous eruptions into three 
groups: (1) erythema annulare cen- 
trifugum, (2) erythema chronicum mi- 
grans, and (3) erythema gyratum re- 
pens (EGR). The practical importance 
of the classification is that erythema 
annulare centrifugum has been asso- 
ciated with several causative factors, 
such as cheese fungi,” chloroquine 
therapy, autoimmune disease,” fun- 
gus infection,’ Candida albicans,” 
malignant tumors, and breast hy- 
pertrophy." Erythema chronieum mi- 
grans is specifically related to tick 
bites.2* The occurrence of EGR has 
consistently been reported in associa- 
tion with internal malignant condi- 
tions originating from many sources, 
especially the lungs, uterus, breast, 
and upper gastrointestinal tract. 
Although an immunological mecha- 
nism has been suggested,? Church and 
Shammy? were unable to demonstrate 
a specific reactivity on intradermal 
testing of extracts of the tumor, 
normal lung, and normal skin. Ouch- 
terlony gel-diffusion test of a ho- 
mogenate of the tumor against the 
patient's serum was negative, as re- 
ported by Leavell: The fact that in 
Van Dijk's and Pevny's cases there 
was improvement just before death, 
may indicate loss of immunological 
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capability similar to that occurring in 
terminal cases of deep fungus or my- 
cosis fungoides in which the immuno- 
logical capability is severely dimin- 
ished at that stage. 

White and Perry have done a ser- 
vice in attempting to put the rela- 
tionship of erythema perstans and 
malignant disease in perspective. We 
agree that most cases of erythema 
annulare centrifugum may be unduly 
investigated for malignant disease in 
view of the low yield. However, if one 
groups the erythema perstans as rec- 
ommended by Shelley, one may find 
certain configurations consistently 
related to a specific cause. To date 
(Table), EGR has been reported to be 
associated with malignant disease in 
100% of cases. Therefore, in the EGR 
group, the search for malignant dis- 
ease should be vigorously pursued. In 
contrast, in erythema annulare cen- 
trifugum, many possible etiologic fac- 
tors must be considered. As cases of 
EGR associated with malignant dis- 
ease are more likely to be reported, 
any cases of EGR without malignant 
disease that have been adequately 
followed up and investigated, includ- 
ing results of autopsy, should be re- 
ported so that the significance of 
the relationship may be confirmed or 
refuted. 
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The Skin in the 
Winchester Syndrome 


Histologic and Ultrastructural Studies 


Arthur H. Cohen, MD; David W. Hollister, MD; William B. Reed, MD 


The Winchester syndrome, a rare inher- 
ited disorder, is characterized by dwarf- 
ism, carpal-tarsal osteolysis, rheumatoid- 
like small joint destruction, corneal 
opacities, and thickening and hyper- 
trichosis of the skin, unlike that seen in 
other genodermatoses. The early stages 
of cutaneous abnormalities are character- 
ized by proliferation of fibroblasts deep in 
the dermis, while hypocellular homogeni- 
zation of the collagen is evident later. 
Ultrastructural peculiarities of fibroblasts 
include dilated and vacuolated mitochon- 
dria, the presence of varying amounts of 
myofilaments in the cytoplasm, and a 
prominent fibrous nuclear lamina. Cells 
other than fibroblasts display no abnor- 
malities. The basic defect in this disorder 
is unknown; however, it may be related to 
abnormal function of fibroblasts. 


he Winchester syndrome is an in- 
herited disorder characterized by 
dwarfism, multiple joint contractures, 
peripheral corneal opacities, general- 
ized osteoporosis, osteolysis of carpal 
and tarsal bones, periarticular and 
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intra-articular joint erosions, and dis- 
tinetive skin changes. Originally de- 
scribed by Winchester »t al' in 1969, it 
was thought to represent a mucopoly- 
saccharide storage disease, primarily 
because of gargoyle—acies, corneal 
and skeletal abnormalities, familial 
nature of the disorder, metachroma- 
sia in cultured skin fibroblasts, and a 
twofold increase in cellular uronic 
acid of the two affectec patients. Sub- 
sequent studies of three additional 
patients by Hollister et al? failed to 
demonstrate morphological evidence 
for a lysosomal storage disorder. The 
primary defect of the Winchester 
syndrome, therefore, remains un- 
known. 

The cutaneous manifestations and 
their pathologie features present in 
this syndrome are unike those ob- 
served in other genodermatoses and 
form the basis of this report. We have 
had the opportunity to study three af- 
fected, related patiemts who have 
been the subject of previous in-depth 
communieations^? and to describe 
these skin changes, w:th ultrastruc- 
tural observations in two of the pa- 
tients. 


Materials and Methods 


Biopsy specimens of affected skin were 
obtained with the use of a - mm cutaneous 
punch. For light microscopical examina- 
tion, a portion of the tissce was fixed in 
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Fig 1—Prccuberant, hyperpigmented 
nodule adjacent to T-7 vertebra area on 
back (case 1) 


10% neutral b: ffered formalin, embedded 
in paraffm, sectioned at 5u, and stained 
with hematoxwin-eosin, reticulum, elastic, 
PAS-alcian blc», colloidal iron, and Mallory 
trichrome stams. For electron microscop- 
ical study, 1-mm cubed fragments of tissue 


were fixed immediately in either 2.5% 
glutaraldehyde in cacodylate buffer for 1/2 
hours at 4 C, washed in cacodylate buffer 
and postfixed in 1% osmium tetroxide for 
one hour, or fixed immediately in 1% os- 
mium tetroxide directly for one hour. Af- 
ter dehydration in the usual manner, the 
tissue was embedded in Epon. Areas for 
ultrastructural examination were selected 
from lp sections stained with toluidine 
blue. This tissue was sectioned at O.ly, 
stained with uranyl acetate and lead cit- 
rate, and examined with an electron micro- 
scope at 75 kv. 


Report of Cases 


Two Mexican sisters, ages 8 and 9% 
years, and their 22-year-old male cousin 
exhibited this syndrome. The sisters have 
five living, unaffected siblings and their 
parents are third cousins. The 22-year-old 
affected cousin has five normal siblings; 
parental consanguinity, although probable, 
could not be verified. 

The clinical features of these patients 
have been described previously in detail.’ 

Case 1.—A 9%-year-old girl was the 
product of a normal gestation and deliv- 
ery. At about age 1, symmetrical swelling 
and stiffening of the joints of the fingers, 
hands, wrists, and ankles occurred, associ- 
ated with mild arthralgias. At about the 
same time, irregular, slightly raised, and 
thickened skin appeared over the back and 
flanks and enveloped the arms and legs, 
imparting a leathery consisteney to the 
skin. Intermittent swelling and mild ar- 
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Fig 2.—Histologic appearance of thick- 
ened skin of patient 1 (indurated area of 
back). Note increased cellularity of dermis 
due to fibroblastic proliferation (hema- 
toxylin-eosin, original magnification 
x 100). 


thralgias involved multiple small joints 
throughout childhood; linear growth was 
retarded from early infancy. Flexion con- 
tractures of fingers, elbows, knees, and 
hips developed gradually; the wrists be- 
came thickened and the carpal areas fore- 


Fig 3.—Left, Hypertrichosis and thickening of skin of back (case 3). Right, Coarse facial features and defor- 


mty of hand (case 3). 
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Fig 4.—Progressive dilatation and vacuolization of mitochondria (M) and mildly dilated rough endoplasmic ret culum 


are illustrated. Small bundle of filaments (MF) are present in adjacent cell (original magnification, x 8,700). 


shortened. Peripheral corneal opacities ap- 
peared bilaterally by. mid-childhood. The 
areas of thickened skin gradually became 
mildly hyperpigmented and hypertrichotic. 

On examination, the patient was an 
alert, cooperative girl with severe skeletal 
deformities. Both her height and weight 
were less than the third percentile. A bilat- 
eral malar flush was present and the facial 
skin was thickened. Eight- to twelve-cen- 
timeter oval, hyperpigmented, moderately 
hairy macules of leathery consistency 
overlaid the scapula, and similar smaller 
lesions were distributed in a roughly sym- 
metrical fashion on the back and flanks. A 
protuberant, 2x2-cm firm nodule was lo- 
cated to the right of the T-7 vertebra area 
on the back (Fig 1 and 2). Hyperpig- 
mented, thickened skin extended down the 
lateral aspects of the arms and enveloped 
the forearms and hands; the skin of the 
legs was similar in appearance. 

Peripheral corneal opacities were pres- 
ent in both eyes. Examination of the mus- 
culoskeletal system disclosed contractures 
of multiple major and minor joints with 
joint stiffening and immobility. Bilateral 
claw hands were present. The wrists were 
foreshortened as were the tarsal areas bi- 
laterally. 

Skeletal roentgenograms revealed se- 
vere generalized osteoporosis and virtual 
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absence of the carpal and tarsal bones. Se- 
vere intra-articular and periarticular joint 
erosion involved the small joints of the 
hands and feet. 

Case 2.—An 8-year-old Mexican girl had 
a history and physical examination results 
similar to those of her older sister. This pa- 
tient was nonambulatory because of severe 
flexion contractures of the knees and hips. 
Skeletal roentgenograms revealed similar 
but somewhat more severe osteoporosis, 
multiple compression fractures of the 
spine and squashed, dysplastic femoral 
and tibial epiphyses, as well as carpal and 
tarsal osteolysis and destruction of small 
joints of the hands and feet. Lesions sim- 
ilar to the solitary cutaneous nodule of her 
sister were not present, although the skin 
of the extremities, back, and flank was 
identical. 

CASE 3.—A 22-year-old first cousin of pa- 
tients 1 and 2 had a similar history, and 
the physical examination revealed compa- 
rable findings (Fig 3, left). This patient 
had never become ambulatory because of 
multiple arthralgias and joint contrac- 
tures. Roentgenograms revealed moderate 
osteoporosis, virtual absence of carpal and 
tarsal bones and bony ankylosis of the 
joints of both hands. The skin of the tho- 
rax, abdomen, arms, legs, and face (Fig 3, 
right) was hypertrichotic and slightly hy- 


perpigmented and had a th ckened leath- 
ery consistency. 


Pathologic Study 


Since the biopsy specimens of the 
symmetrical, flattened, leathery skin 
lesions in both sisters had virtually an 
identieal appearance, they will be 
considered together. Representative 
is the biopsy specimen of the indu- 
rated lesion of the midback of patient 
1. There was considerable diffuse pro- 
liferation of fibroblasts leep in the 
dermis (Fig 2). This process extended 
into the subcutaneous adipose tissue 
and surrounded but did not replace 
dermal appendages. A zone of unin- 
volved reticular dermis and super- 
ficial papillary dermis separated the 
epidermis from the deeper proliferat- 
ing fibroblasts. A very mild peri- 
vascular chronic inflammatory infil- 
trate was sporadically present, and 
there was a mild increase in the num- 
ber of mast cells. Retieulin fibers 
were numerous. There was no at- 
rophy of the epidermis; pizmentation 
of the basal layer was increased. The 
PAS-alcian blue and coloidal iron 
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Fig 5.—Cell with features of fibroblast and smooth muscle cell. 
Bundles of filaments with scattered dense bodies (long arrows) 
are intermixec with well-developed rough endoplasmic reticulum. 





Note partial wrinkling of nuclear contour and prominent fibrous 


stains Gisclo.ed no abnormal accumu- 
lations of mucopolysaecharides or 
other substances in either the two sis- 
ters or sheir cousin. 

Ultrastructural study of the afore- 
mentioned esions from patients 1 
and 2 disclosed common alterations in 
both. Many abroblasts of both normal 
and abnormal dermis demonstrated 
similar charzes. The identification of 
a cell zs a fibroblast was made be- 
cause 0^ the presence of an extensive, 
well-developed, rough endoplasmic re- 
ticulum (ergastoplasm), the presence 
of eytaplasmic projections, and the 
close relationship between cell mem- 
branes anc extracellular collagen 
fibrils. A striking progressive en- 
largement end vacuolization of mito- 
chondrsa was observed, so that in its 
most a¥ected state the cell contained 
numereus cytoplasmic vacuoles and 
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no discernible mitochondria. A clear 
gradient between normal and abnor- 
mal structures could be easily demon- 
strated in some cells (Fig 4). Nuclei 
and other organelles showed no evi- 
dence of degeneration of artifactual 
changes. Within the cytoplasm of 
many of the fibroblasts, varying 
amounts of bundles of microfilaments 
with scattered dense bodies, similar 
to those structures in smooth muscle 
cells, were identified (Fig 5 and 6). 
These filaments in some cells occupied 
a large portion of the cytoplasm, 
whereas in others they were barely 
discernible. Also occupying the cy- 
toplasm were dilated but otherwise 
normal strands of rough endoplasmic 
reticulum. The nuclear contour was 
generally smooth but occasionally 
was noted to have a convoluted ap- 
pearance. A prominent nuclear fi- 


nuclear lamina (short arrow) (original magnification x 6,500). In- 
set, Fibrous nuclear lamina, lying between nuclear chromatin and 
inner nuclear membrane (original magnification x 21,000). 
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brous lamina, a structure of medium 
electron density lying between the 
peripheral condensation of nuclear 
chromatin and the inner nuclear 
membrane, was strikingly evident in 
the nuclei of many of the fibroblasts 
studied (Fig 5). The remainder of the 
cells examined, which ineluded all lay- 
ers of the epidermis, blood vessels, 
mast and Schwann cells, and sweat 
glands and ducts, revealed no ultra- 
structural alteration of the cells. In- 
creased numbers of, or abnormally 
swollen, vacuolated lysosomes were 
not identified. The extracellular colla- 
gen fibrils had the usual thickness 
and periodicity. 

The lesion adjacent to the T-7 ver- 
tebra area on the back in patient 1 
was firm, protuberant, and hyper- 
pigmented. It was composed of a 
swirling proliferation of fibroblasts 
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Fig 6.—Portion of cell with similar characteristics as that of Fig 4. Filaments and dense bodies are adjacent to rough endoplasmic re- 
ticulum (original magnification Xx 17,400). 


that were located in the deep portions 
of the dermis and that extended into 
the subjacent fat (Fig 7). It was 
unencapsulated and merged imper- 
ceptibly with the adjacent dermis. An 
uninvolved zone of reticular dermis 
and outer papillary dermis separated 
this process from the overlying, in- 
tact, unaltered epidermis. Append- 
ages were incorporated within this 
process. Occasional foci of lympho- 
cytes and plasma cells surrounded the 
blood vessels. The ultrastructural ap- 
pearance of the fibroblasts in this le- 
sion did not differ from that of those 
previously described or from that of 
the apparently uninvolved dermis. 
Lysosomes were not identified in 
these cells. 

Gingival biopsy specimens from hy- 
pertrophie gums of both sisters dis- 
closed a sparse infiltrate of lympho- 
cytes beneath the mucous membrane 
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when examined by conventional light 
microscopy. Ultrastructurally, the fi- 
broblasts were identical to those of 
the skin. 

A skin biopsy specimen from the 
back of patient 3 disclosed a diffuse, 
somewhat hypocellular dense homog- 
enization of the collagen extending 
from below the reticular dermis to the 
subdermal adipose tissue (Fig 8). The 
appendages were tightly invested by 
this process but did not disappear. 
The epidermis maintained its usual 
thickness and was slightly hyper- 
pigmented. Reticulum stain revealed 
a sparse amount of reticulin fibers in 
perivascular locations. A mild degree 
of perivascular round cell cuffing was 
evident. Elastic fibers were dimin- 
ished in quantity. Patient 3 was ex- 
amined and evaluated at his home in 
a small village in Mexico. Technical 
reasons prevented adequate process- 


ing of this material for electron mi- 
croscopical evaluation. 


Comment 


The patients herein described have 
clinical and radiologic features sim- 
ilar to the two patients previously de- 
scribed by Winchester et al' and 
Brown and Kuwabara.* These authors 
considered the constellation of fea- 
tures comprising this disorder to 
represent a new acid mucopolysac- 
charide storage disease. This conclu- 
sion was based on the laboratory 
findings of a twofold increase in cel- 
lular uronic acid in cultured fibro- 
blasts, and cellular metachromasia. 
These two criteria for making a diag- 
nosis of a lysosomal storage disease 
have been shown, however, not to be 
specifie. Taysi et al' have reported 
that 27% of cell lines from control in- 
dividuals demonstrate metachroma- 
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Fig 7.—Microscopic appearance of Fig 
1. Note proliferation of fibroblasts deep in 
dermis, imtact appendages, uninvolved 
zone in superficial region, and unaltered 
epidermis (hematoxylin-eosin, original 
magnification = 40). 


sia, thereby making this observation 
less than optimal for diagnostic pur- 
poses. Furthermore, in cases of muco- 
polysaecharidesis, the usual increase 
of intracellular uronic acid is in the 
fivefold to terfold range, rather than 
the twofold increase reported. Addi- 
tionally, our ultrastructural obser- 
vations failed to demonstrate in- 
creased numbers of enlarged lyso- 
somes, a cons: ant finding in lysosomal 
storage diseases.’ The published elec- 
tron micrographs of Brown and 
Kuwabara‘ also fail to depict evidence 
of lysosomal storage, although in Fig 
1l of their article, mitochondrial 
changes simi ar to the ones we have 
described ar» well illustrated in a 
stromal cell (3broblast) of the cornea. 

Although we are emphasizing the 
cutaneous aterations in this syn- 
drome, to our knowledge, for the first 
time, Brown and Kuwabara? de- 
scribed subcutaneous nodules on the 
arms and th ghs of their 13-year-old 
patient, the older of the two siblings 
reported. These lesions first became 


Fig 8.—Microscopic appearance of Fig 
3, left. Dermis is thickened and composed 
of homogeneous and hypocellular colla- 
gen inccrporeting pilar structures (hema- 
toxylin-eosin, original magnification x 40). 
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apparent at 10 years of age. The au- 
thors did not elaborate further on the 
dermal abnormalities. Nevertheless, 
from their brief description, it seems 
likely that at least one of their pa- 
tients had similar cutaneous manifes- 
tations. 

Swelling and vacuolization of fibro- 
blast mitochondria as noted in our pa- 
tients were also observed in the cyto- 
plasm of "a stromal cell" (fibroblast) 
of the cornea of the younger sibling 
by Brown and Kuwabara.* Although 
it is well illustrated in Fig 11 of the 
article, they did not comment on this 
alteration. In the three cases of 
Winchester syndrome examined ultra- 
structurally, the striking mitochon- 
drial abnormalities of fibroblasts 
have been a constant feature. While 
similar changes may be observed in 
degenerating cells'" or because of 
poor fixation," the normal appear- 
ance of other organelles in the af- 
fected fibroblasts, the normal appear- 
ance of mitochondria in other cell 
types in close proximity, and the im- 
mediate fixation of the tissue frag- 
ment suggest that the alterations are 
not due to cell degeneration or arte- 
fact. Additionally, the clear gradient 
of normal to abnormal mitochondria 
within the same cells lends further 
support to the concept that this is an 
ongoing process in vivo. 

Prominence of the nuclear fibrous 
lamina has not been emphasized as a 
feature of pathological cells. Little is 
known about this structure. Fawcett* 
and Patrizi and Poger" described the 
fibrous lamina but attached no role to 
it other than as a supporting element. 
Seen originally in all connective tis- 
sue and some epithelial cells,*'? it has 
subsequently been described in the 
cells of Brunner glands of the duode- 
num,? and in a mixed tumor of the 
salivary gland.* Electron micro- 
graphs have revealed this structure to 
be visible on other occasions, although 
its presence has not been recognized 
or discussed. Ghadially et al'^ have 
demonstrated that the fibrous nuclear 
lamina is thickest when connective 
tissue cells are metabolically active, 
suggesting to them that its function 
is not solely skeletal or supportive, 
and may be related to normal or path- 
ological metabolic activity. It appears 


that the fibrous nuclear lamina in this 
syndrome does not represent a patho- 
logical alteration, but rather a normal 
structure of uncertain function but of 
unusual prominence. It may well be, 
therefore, that the thickened fibrous 
nuclear lamina reflects — actively 
synthesizing cells. 

Mesenchymal cells may have mor- 
phologic evidence of more than one 
functional capability. In fetal and 
neonatal tissue, cells amply fulfilling 
the criteria of fibroblasts (as just 
outlined) have been noted to contain 
varying amounts of cytoplasmic myo- 
filaments, indicating, on a structural 
basis, dual functional capabilities." 
Ryan et al,^'* Gabbiani and Majno;," 
and Nagle et al," characterizing fi- 
broblasts under a variety of stimuli, 
have recently described the progres- 
sive appearance of bundles of cyto- 
plasmic microfilaments associated 
with dense plaques, characteristic of 
those found in smooth muscle cells, 
while the fibroblasts, nevertheless, re- 
tained many of their usual features. 
Positive immunohistochemical stain- 
ing with anti-smooth muscle antibody 
confirmed the filaments to be unques- 
tionably of smooth muscle origin.'*?^ 
Additionally, some nuclei of the 
aforementioned fibroblasts assumed a 
wrinkled and folded contour, which 
are further signs of cellular contrac- 
tion. The cells that we have studied 
with features of fibroblasts that also 
contain bundles of microfilaments 
with scattered dense bodies, and 
nuclei with wrinkled and folded con- 
tours, are identical in appearance to 
those described and illustrated as 
“myofibroblasts” and demonstrated 
to react with anti-smooth muscle an- 
tibody and to undergo contractility in 
vitro. As the filaments have been de- 
scribed in cells of patients with Du- 
puytren contracture," granulation,’ 
and scar tissue" with resultant shrink- 
age, a contractile role has been pro- 
posed for these intracellular myofila- 
ments. Although no direct evidence 
for this is present in our patients it is 
tempting to suggest that they may 
have some role in the further develop- 
ment of skin thickening and joint 
contractures as noted in patient 3. In 
this regard, it is unfortunate that ul- 
trastructural studies could not be per- 
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formed on his skin. In cases herein 
described, the stimulus for this cellu- 
lar transformation has not been iden- 
tified. 

The spectrum of histopathologic 
modification in the skin can best be 
appreciated by considering the le- 
sions as part of a continuum. In an 
early stage, as manifested by the 
leathery alterations in the two sib- 
lings, there is an extensive fibro- 
blastic proliferation with production 
of early collagen (reticulin). In a later 
stage, of which the changes in patient 
3 may be considered representative, 
the cellular proliferation has "burnt 
out," resulting in homogenized bun- 
dles of collagen in an environment of 
relatively few cells. While the back 


1. Winchester P, Grossman H, Lim WN, et al: 
A new acid mucopolysaccharidosis with skeletal 
deformities simulating rheumatoid arthritis. Am 
J Roentgenol Radium Ther Nucl Med 106:121- 
128, 1969. 

2. Hollister DW, Rimoin DL, Lachman RS, et 
al: The Winchester Syndrome: Clinical, Radio- 
graphic and Pathologic Studies. Birth Defects, 
original article series, New York, National Foun- 
dation March of Dimes, to be published. 

3. Hollister DW, Rimoin DL, Lachman RA, et 
al: The Winchester Syndrome: A non-lysosomal 
connective tissue disease. J Pediatr 84:701-709, 
1974. 

4. Ross R: The connective tissue fiber forming 
cell, in Gould (ed): Treatise on Collagen. New 
York, Academic Press Inc, 1968, vol 2, part A, pp 
1-82. 

5. Fawcett DW: On the occurrence of a fibrous 
lamina on the inner aspect of the nuclear en- 
velope in certain cells of vertebrates. Am J Anat 
119:129-146, 1966. 

6. Brown SI, Kuwabara T: Peripheral corneal 
opacification and skeletal deformities: A newly 
recognized acid mucopolysaccharidosis simula- 
ting rheumatoid arthritis. Arch Ophthalmol 


236 Arch Dermatol/Vol 111, Feb 1975 


E TEREE IS ES 
D B "ts i Lie 
> zu i 


nodule of patient 1 is not a part of the 
spectrum, it does depict excessive fi- 
broblastic activity. Although it has 
many of the characteristics of a der- 
matofibroma, the presence of vir- 
tually unaltered cutaneous append- 
ages may indicate a variant of this 
lesion, or merely, in keeping with the 
pathogenetic mechanisms discussed, 
another manifestation of fibroblast 
activity. 

It appears, therefore, that the Win- 
chester syndrome is a disorder char- 
acterized partially by ultrastructural 
abnormalities of fibroblasts. The ba- 
sic defect may be an abnormality of 
fibroblasts that, by proliferation, leads 
to thickened skin, peripheral corneal 
opacities, and joint contractures, and 
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that may be related to the osteolysis 
observed in this syndrəme. Despite 
the familial nature of the disease and 
its clinical resemblance to some of the 
lysosomal storage disorcers, there is 
no morphologic evidence at present 
for considering it to be a mucopoly- 
saccharidosis or other lysosomal stor- 
age disorder. 
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Pyrithione zine anti-dandruff shampoo has 
been widely accepted as cosmetically superior to 
the sulfur salicylic acid type formulation. 

But what about efficacy? 

Danex^ shampoo (pyri- 
thione zinc 196) proves, with- 
out a doubt, that a cosmet- 
ically superior shampoo can 
also be one that works. 

We've taken on the 
leading sulfur salicylic sham- 
poo, Sebulex® (sulfur 2%, 
salicylic acid 2%), to prove 
our point.! 

T'wo separate testing methods were used to 
determine efficacy; clinical grading and corneocyte 
counting.? ` 

Ten patients used Danex and 10 patients used 
Sebulex. In order to be accepted, each patient 
had to have at least grade 5 dandruff based on the 
following scale: 0-1 very little scaling, 2-3 mild 
scaling, 4-5 moderate scaling, 6-7 severe scaling, 
8-10 very severe scaling. 

The patients were examined prior to sham- 
pooing, a clinical grade was assigned and a corneo- 
cyte count was taken. All subjects shampooed 
twice weekly for three weeks. Clinical grades 
and corneocyte counts were determined at various 
times during this treatment period. Following 
treatment all patients were switched to a non- 
medicated shampoo. Grading and shampooing con- 
tinued for two more weeks in order to determine 
the rates of remission. The results of these tests 
can be seen in the graphs. 


In summary, both testing methods show 
Danex to be vastly superior to Sebulex in the 
treatment of dandruff. 


1 G. S. Herbert Technical Report No. 30, 1974. 





















2 This method is fully explained in “A Method for Visualizing and Quantitating the 
Desquamating Portion of the Human Stratum Corneum" Kenneth J. McGinley, 
Richard R. Marples, B. M., M. Sc. and Gerd Plewig, M.D., J. Invest. Dermatol., 53: 
107-11 1969, and “Appraisal of Efficacy of Antidandruff Formulations” Albert M. 
Kligman, M.D., Ph.D., Richard R. Marples, B.M., M.Sc., M.R.C. Pathol., Larry R. Lantis, 
M.D., and Kenneth J. McGinley, J. Soc. Cosmet. Chem., 25: 73-91 February 1974 
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Dermatomyositis in Six Patients 


Without Initial Muscle Involvement 


Lawrence 5. Krain, MD, MPH 


Six patients initially had the charac- 
teristic skin eruption of dermatomyositis 
but no other evidence of the disease. 
They all later developed dermatomyositis. 
The clinical, leboratory, and pathological 
data suggest that whereas polymyositis 
may occur without skin involvement, the 
cutaneous feetures of dermatomyositis 
may be seen in the absence of detectable 
muscle disease. This variant of dermat- 
omyositis occurs in children and adults 
but has not been found to be associated 
with internal malignant disease. The per- 
sistence of skin lesions despite systemic 
corticosteroid therapy is a poor prognos- 
tic sign. There were two patients with pul- 
monary fibrosis and dermatomyositis in 
this group. The presence of pulmonary fi- 
brosis can ccntribute to a delay in diag- 
nosis of dermatomyositis. Patients with 
pulmonary fibrosis had a poorer progno- 
sis, despite moderate dosages of cortico- 
steroids. 


Pips is a pleomorphic syn- 
drome characterized by diffuse 
inflammation and degeneration of 
skeletal muscle and is often associ- 
ated with cutaneous and systemic 
features. When myopathic and der- 
mal involvement coexist, the descrip- 
tive term “dermatomyositis” is used. 
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In dermatomyositis, it is well known 
that a skin eruption may precede or 
accompany the development of mus- 
cle weakness, and that overwhelm- 
ing evidence of muscle weakness or 
laboratory evidence of disease may 
not be present in such patients.' 

Clinical, laboratory, and patholog- 
ical studies were performed for six 
patients in whom evidence of muscle 
disease was undetectable, despite the 
presence of a skin eruption initially. 
These patients later developed classi- 
cal dermatomyositis. The character- 
istics of the initial skin eruption are 
emphasized. 


PATIENTS AND METHODS 


Six patients with an initial skin eruption 
and no muscle involvement, who later de- 
veloped classical dermatomyositis were 
seen during the period January, 1955 
through June, 1973 at the University of 
California, Los Angeles (UCLA) hospital. 
During a similar period, about 175 cases in- 
volving other types of polymyositis were 
diagnosed and studied at UCLA for com- 
parison. Laboratory tests for the following 
chemical constituents were performed in 
each case: serum glutamic oxaloacetic 
transaminase (SGOT), serum lactic dehy- 
drogenase (LDH), aldolase, creatine phos- 
phokinase (CPK), antinuclear antibodies, 
and rheumatoid factor. Electromyograms 
as well as open muscle and skin biopsies 
were performed on all patients. The diag- 
nosis of dermatomyositis was eventually 
made on the basis of the clinical and histo- 
logical appearance of the eruption. Follow- 


up clinical evaluations were performed on 
all patients in June 1973 to confirm the 
diagnosis of dermatomyositis using the 
following criteria: the duration of the skin 
eruption; its subsequent clinical course; the 
historical absence of contact with allergic 
or photosensitizing agents; negative bacte- 
rial, fungal and viral cultures; and absence 
of laboratory findings indicating other dis- 
orders, including systemic lupus erythema- 
tosus. 


REPORT OF CASES 


Case 1.—A 10-year-old girl was first seen 
at the UCLA hospital in October 1966 with 
a six-week history of a peculiar purplish 
erythema over the proximal interphalan- 
geal joints, elbows, knees, and periungual 
areas, with a telangiectasia of the peri- 
ungual area. She also had a mild diffuse er- 
ythema of the face, with periorbital accen- 
tuation. A violaceous eruption with slight, 
fine scaling was present on the lateral as- 
pect of both thighs. Examinations by an- 
other physician and a pediatric neurologist 
failed to detect any muscle weakness. 
Muscle enzyme values were normal. The 
ANA (antinuclear antibody) test was neg- 
ative, and results of quantitative immuno- 
globulin studies were nermal. 

In February 1967, the patient experi- 
enced some bilateral shoulder weakness 
and was noted to have an abnormal elec- 
tromyogram with evidence of positive 
sharp waves with fibrillation potentials 
(denervation) in both lower extremities 
and in the deltoid muscle of the left upper 
extremity. Hyperirritability was noted 
throughout, with evidence of pseudomye- 
tonia of shortened duration in the lower 
extremities. There were abnormal poten- 
tials in the lower back muscles. A muscie 
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Fig 1.—Erythema of skin of metacarpal and interphalangeal joints (pa- 


tient 3). 


Fig 3.—Erythematous macular-papular eruption over skin of metacarpal and 


interphalangeal joints (patient 5). 
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biopsy specimen taken at that time was 
normal. The diagnosis of dermatomyositis 
was made clinically. 

During the next six months, the patient 
experienced a notable increase in muscle 
weakness, manifested by her inability to 
climb a 6-in step at home or to arise from a 
bathtub. In 1968, her gait became affected, 
and an elevated LDH value with normal 
SGOT and CPK values were noted. From 
March 1968 through January 1970, the pa- 
tient slowly and spontaneously regained 
her muscle strength. Since January 1970, 
she has had no skin or muscle abnormal- 
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ities. When last examined in June 1973, she 
was asymptomatic. 

CasE 2.—An 18-year-old man was first 
seen at UCLA in May 1967 with a 4-year 
history of a scaly violaceous eruption on 
the eyelids and face and an erythematous, 
squamous eruption on the elbows and 
knees. He had an erythematous, edema- 
tous, slightly purple eruption on the upper 
eyelids, which was especially prominent 
at the margins. There was a very faint- 
purple macular eruption on the prominence 
of the shoulders posteriorly. There was a 
scaly erythematous eruption on the dor- 
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Fig 2.—Erythematous to purplish dis- 
coloration of extensor surfaces of extrem- 
ities in dermatomyositis (patient 4). 


Fig 4.—Erythematous to purplish dis- 
coloration of neck and back in dermato- 
myositis (patient 5). 





sum of the knuckles. There was a linear 
erythematous squamous eruption on the 
proximal interphalangeal and metacarpal 
joints. A bright erythematous eruption on 
both knees and faint erythem: on the me- 
dial aspects of the malleoli bilaterally were 
present. There was no evidence of muscle 
weakness. Electromyograms, muscle en- 
zyme values, and muscle biopsy findings 
were normal. 

The patient was treated only with topi- 
cal steroid therapy until May 1969 when 
muscle weakness with a 10 dezree limita- 
tion of extension of the right elbow and 
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shortening of t_e quadriceps muscle bilat- 
erally was noted. Elevated muscle enzyme 
values and an abnormal electromyogram 
were noted at .his time. An open muscle 
biopsy specimea showed changes compat- 
ible with myostis disease. The skin erup- 
tion durmg ths time had persisted una- 
bated. T»eatmeat with orally administered 
prednisone, 40 ng/day, was started in late 
May 1968. 

In Desember 1969, the patient still had 
muscle weakness and persistent skin le- 
sions on the extremities. The prednisone 
dosage was in-reased to 60 mg/day, and 
the patient de- eloped cushingoid features 
and diabetes mellitus. Then the cortico- 
steroid dosage was decreased gradually 
during ‘he pe iod between January 1970 
and June 1973. until he was taking only 10 
mg of crally ziministered prednisone ev- 
ery other day. Some limitation of quadri- 
ceps mevemert persisted, however, and 
the patient stl had a gait disturbance in 
June 1975. 

An open mxiscle biopsy, performed in 
February 1977 revealed calcification of the 
quadriceps m scle and subcutaneous tis- 
sue. When he-was last seen in June 1973, 
the patent had no skin lesions and there 
were ne signs of diabetes or cushiongoid 
features. He was still attending vocational 
school but dic not participate in physical 
activities. 

Case 3.—A 58-year-old housewife with 
rheumatoid a-thritis for eight years was 
first seen at JCLA in June 1967 with a 
two-yezr histery of an erythematous facial 
eruption, whech had not responded to 
treatment wit 10 mg/day of orally admin- 
istered predrisone. Physical examination 
showec she Kad a diffuse facial erythema 
with seme pe-iorbital edema and mild ac- 
centuation of her erythema on the upper 
eyelids Ther- was also some erythema on 
the anterior - art of the chest wall, with a 
minima! degr2e of edema and erythema of 
the clawicula- and V-area of the anterior 
part of the -hest. There was severe er- 
ythema exte ding for 5% mm behind the 
base of the n.ils, with nonpitting edema of 
this region. "here was also some fine er- 
ythemaious =aling of the medial aspect of 
the index fi-gers and finger tips. There 
was a mottled, slightly erythematous ap- 
peararee ove the patellae and some weak- 
ness cf the houlder muscles and quadri- 
ceps was neted. A clinical diagnosis of 
dermatomyositis was made. 

An open ruscle biopsy and electromyo- 
gram showed no abnormalities at this 
time. Musel= enzyme values were com- 
pletel- norr al. The patient was treated 
only with topically applied corticosteroids, 
but tae skin eruption persisted. In June 
1970, the paaient had some muscular wast- 
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ing in the biceps and triceps regions. When 
arising from a moderate sized chair, she 
could not stand up from a sitting position. 
She had to rock forward in order to stand 
without the assistance of her hands. There 
was a 30% loss of strength in the biceps, 
triceps, and anterior neck muscles. All 
muscle enzyme values were substantially 
elevated at this time. An open muscle 
biopsy specimen showed myositis. 

The patient was given 20 mg of orally 
administered prednisone daily and the 
muscle weakness regressed, but the skin 
lesions persisted (Fig 1). By June 1973, the 
skin lesions had disappeared, but she still 
had difficulty holding an object above her 
head that weighed more than .9 kg. She 
was being maintained on a regimen of 20 
mg of orally administered prednisone 
daily. 

Case 4.—A 7l-year-old woman with 
rheumatoid arthritis was first seen at 
UCLA in January 1967 with a one-year 
history of an erythematous eruption that 
began on the extensor aspects of the fore- 
arms and spread to involve the face, hands, 
periungual areas, trunk, and legs, with ac- 
centuation on the metacarpal, phalangeal, 
and interphalangeal joints. She had been 
maintained on a regimen of 20 mg/day of 
orally administered prednisone, and a 
muscle biopsy specimen taken in early 
January 1967 was normal. The patient had 
no muscle weakness. 

On examination, the patient had a gen- 
eralized erythematous-to-violaceous scaly 
eruption over most of the body, with vio- 
laceous eyelids and severe periungual tel- 
angiectasia. The extensor surfaces of the 
extremities were affected (Fig 2). The 
diagnosis of dermatomyositis was made 
clinically. Muscle enzyme values and an 
electromyogram were normal. 

In February 1971, the patient developed 
muscle weakness; fluorescence studies 
showed antinuclear antibodies. An elec- 
tromyogram made at that time revealed a 
myopathic process; the muscle enzyme val- 
ues were all substantially elevated. The 
prednisone dosage was increased to 40 
mg/day. The muscle and skin lesions dis- 
appeared in March 1973. The prednisone 
dosage was gradually decreased and fi- 
nally discontinued in March 1973. In June 
1973, the patient was active and had no 
skin lesions or muscle weakness. 

Case 5.—A 44-year-old man was first 
seen at UCLA hospital in January 1964 
with mild weakness of the shoulders and 
an erythematous eruption on the skin of 
the interphalangeal joints that had been 
present for two-weeks (Fig 3). A clinical 
diagnosis of dermatomyositis was made. 
The chest x-ray film indicated the presence 
of a marked diffuse bilateral pulmonary fi- 


bronodular process, which appeared to be 
fairly stable. 

The skin lesions progressed during the 
next six months to involve the exposed por- 
tion of the neck, with edematous eyelids 
and discoloration of the back of the neck, 
back, shoulders, elbows, malleoli, and 
knees (Fig 4). There was severe periungual 
telangiectasia. Minimal muscle weakness 
was noted. Muscle enzyme values were 
then normal, but in September 1964, ele- 
vated SGOT, aldolase, and LDH levels 
were noted, despite a normal electromyo- 
gram. 

In January 1970, some weakness of the 
triceps and left deltoid muscles was 
noted, and an abnormal electromyogram 
was obtained. The patient was given 20 
mg/day of orally administered prednisone; 
and within six months, both the weakness 
and skin lesions had disappeared com- 
pletely. The patient continued taking this 
dosage until August 1970, when the predni- 
sone dosage was increased to 40 mg/day 
because of the reappearance of shoulder 
weakness. 

The patient was admitted to the Harbor 
General Hospital and serial x-ray exami- 
nation showed extensive fibrotic changes 
of the lungs. A lung scan revealed substan- 
tial reduction in perfusion of both lung 
bases bilaterally, suggestive of extensive 
fibrosis or obliterative arteritis or both. No 
definite perfusion defects of the lung field 
were noted, and the study was not indica- 
tive of pulmonary emboli. A lung biopsy 
specimen showed idiopathic pulmonary fi- 
brosis and the relationship of the pulmo- 
nary fibrosis to the dermatomyositis was 
considered. In September 1970, the predni- 
sone dosage was increased to 80 mg/day, 
and the shoulder weakness and skin lesions 
regressed. The prednisone dosage was 
gradually decreased, until in June 1973 the 
patient was being maintained on a regi- 
men of 20 mg of prednisone administered 
every other day. The patient had no skin 
lesions or muscle weakness and was work- 
ing as a mechanic. The pulmonary fibrotic 
process was still present, however, when he 
was last examined at UCLA. 

Case 6.—A 72-year-old woman was first 
seen at the UCLA Medical Center in Feb- 
ruary 1959 with severe diarrhea, associ- 
ated eosinophilia, severe muscle weakness, 
and an erythematous eruption of two 
weeks’ duration. The eruption disappeared 
spontaneously, and stool cultures and 
muscle biopsy specimen failed to reveal 
any evidence of trichinosis or other dis- 
ease. 

In April 1963, the erythematous eruption 
reappeared and the clinical diagnosis of 
dermatomyositis was made. The patient 
was noted to have violaceous discoloration 


Dermatomyositis/ 243 


Table 1.—Characteristics of Skin Eruption in Patients With Dermatomyositis 
Without Initial Muscle Involvement 


Patient 


Characteristic* 


Heliotrope (dusky lilac 
discoloration of periorbital area) 
Edema of periorbital area 


Edema of eyelids X — 


Erythematous to violaceous macular 
or maculopapular eruption on: 


Interphalangeal joints 


x< 


————————————————————————————————————À 


Elbows IL. 


r r 


Shoulders — e» 
Knees 


X 
iacu EE ST RE RU a ARTS A CE INE NEA. (OU VLC 


Medical malleoli ae E 


C r sss 


V-area of chest — 
Extensor surfaces of extremities 
Periungual vasculitis 


Poikilodermatous or 
sclerodermatous change 


Telangiectasia 


x| <| x| x| X| x| x< 


* X indicates characteristic present; — indicates absent. 


Table 2.—Laboratory Findings in Six Patients With Dermatomyositis Without 
Initial Muscle Involvement 


Time Interval 
Age at Between Normal 
Initial and Subsequent 
Patient Diagnosis, Abnormal Muscle 
/Sex yr Enzyme Values 


1/F 3 3 mo 


Initial 
Muscle Clinical 
Enzyme Weak- 
Values * ness 
LDH, 600 units; Absent 
SGOT, 50 units 
LDH, 730 units; 
CPK and 
aldolase 
abnormal 


Initial Muscle 
Biopsy Result 


Normal 


2/M 12 24 mo Absent Abnormal 





All abnorma! 


All abnormal 
LDH, 730 units 
All abnormal 


8 mo 
1015 yr 


No. abnormal/ 
Total No. 


Normal 
(June 1967); 
abnormal 
(June 1970) 
Normal 
Normal 
Normal 
(June 1959) ; 
abnormal 
(June 1969) 


Present 


Absent 
Present 
Present 





* Unless values for muscle enzymes are stated they are normal, except when specifically 
noted that all values are abnormal. Muscle enzyme determinations include SGOT, 40 units 
upper limit; LDH, 500 units upper limit; aldolase; and CPK. 


of the eyelids, malleoli, and shoulder areas, 
with an erythematous macular eruption on 
the knuckles. No muscle weakness was 
noted. 

The patient was treated with topically 
applied corticosteroids, but the eruption 
persisted; and in December 1969, she devel- 
oped muscle weakness and telangiectasia 
of the periungual areas. Electromyography 
was performed and showed a myopathic 
disorder. An open muscle biopsy specimen 
showed myositis, and the patient was 
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given 40 mg/day of orally administered 
prednisone, which suppressed the skin le- 
sions within one month. In January 1973, 
the patient had a nodular infiltrate that 
was consistent with pulmonary fibrosis of 
the lungs, as shown by chest x-ray films. 
In June 1973, the skin lesions reap- 
peared, and the prednisone dosage was in- 
creased to 80 mg/day administered orally. 
The patient's clinical weakness was con- 
fined to the shoulders and accessory mus- 
cles of respiration. In December 1969, the 


patient developed diabete-, osteoporosis, 
and cushingoid features, which persisted 
to June 1973. 

RESULTS 


There was a delay of 2 to 50 months 
from the onset of symptomatology to 
the time of correct diagnosis. (The 
median time was approximately 18 
months). The erroneous initial diag- 
noses by other physicians included al- 
lergie or contact dermatitis, poly- 
morphous light eruption, trichinosis, 
atopie dermatitis, and erythroderma 
of unknown cause. Besides the skin 
manifestations, the most common 
systemic symptoms were, in order of 
frequency, as follows: lethargy, 
photophobia, and arthralgias. Table 1 
shows the pertinent skin character- 
istics of this early form of dermat- 
omyositis. Table 2 shows the perti- 
nent laboratory findings. Abnormal 
levels of SGOT, LDH, aidolase, and 
creatine phosphokinase zre listed in 
the column labelled “muscle enzyme 
values.” Initially, all patients had 
normal muscle enzyme values, and 
four patients had initially normal 
electromyograms. All the patients de- 
veloped abnormalities in these areas 
during periods varying from three 
months to 10% years. The sedimenta- 
tion rate was moderately elevated 
initially in all patients. Only one 
patient had the late development of 
antinuclear antibodies, as shown by 
immunofluorescence. Two patients 
(patients 3 and 4) had positive tests 
for rheumatoid factor; one of these 
patients had definite rheumatoid ar- 
thritis present for more than eight 
years (patient 3). 

Table 2 shows the findirgs of open 
muscle biopsies performec in six pa- 
tients, three of whom had »vidence of 
clinical weakness. Although electro- 
myograms were normal initially for 
three of six patients, evenzually they 
all had abnormal muscle biopsy find- 
ings. The skin biopsy specimens of 
these patients indicated that the cu- 
taneous histopathological ehanges of 
dermatomyositis are not diagnostic 
(Table 2). The histologic abnormal- 
ities that were found and tne number 
of patients (in parentheses) with the 
abnormality were as follows: hyper- 
keratosis (6); follicular plugging (6); 
perivascular inflammation (6); epider- 
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mal atrophy (4); basal cell degenera- 
tion (1); demmal collagen, hyalinized 
(4), edematous (4), myxoid (1), calci- 
fied (1); and vascular obliteration (1). 

All biopsy specimens in the current 
series revea.ed variable, but definite 
hyperkeratosis without parakeratosis. 
All of the biopsy specimens showed 
follicular plagging and mild chronic 
perivascular infiltrates. Four patients 
had biepsy specimens that showed 
epidermal a: rophy, with flattening of 
the rete ridzes and varying degrees 
of hyaliniza-ion of the dermal colla- 
gen. One patient demonstrated a pe- 
culiar myxoxd degeneration of the ba- 
sal cell layer but had no other changes 
(except follieular plugging) sufficient 
to allow th» diagnosis of lupus er- 
ythematosus; clinically, the patient 
had signs of dermatomyositis not 
lupus erythematosus (patient 4). All 
patients had biopsy specimens that 
showed the complete absence of oblit- 
erative vascular changes and peri- 
appendagea inflammation. 

Two of the patients (patients 3 and 
4) had received varying doses of corti- 
costeroids prior to their diagnosis, 
with ne observable clinical improve- 
ment. Eventually, five of the six pa- 
tients were treated with orally ad- 
ministered prednisone varying in 
dosage from 20 to 80 mg daily. Im- 
provement, defined as a decrease in 
the clinical symptomatology, was fair 
to good in ‘ive patients and poor in 
one patient with pulmonary fibrosis. 
One child had a spontaneous remis- 
sion and was not treated with cortico- 
steroids (patient 1). 


COMMENT 


Altheugh numerous attempts have 
been made `o elassify the various syn- 
dromes of polymyositis, none have 
been entirey satisfactory. A classifi- 
cation proposed by Pearson' had the 
following =x types: 1, typical poly- 
myositis; 2. typical dermatomyositis; 
3, typical dermatomyositis (occasion- 
ally polymyositis) with malignant 
disease; 4, cnildhood dermatomyositis; 
5, acute mrolysis; 6, polymyositis in 
Sjógren syndrome. Pearson’s classifi- 
cation indicates that polymyositis is a 
symptem complex in which proximal 
muscle weakness and certain other 
myopathic signs, such as dysphagia 


Arch Dermatol/Vol 111, Feb 1975 


} 


are common. In this type 1, skin le- 
sions are found in about 40% of the 
cases. While atypical skin lesions, 
such as the eruption on the knuckles 
and elbows, may be seen in the type 1 
patients, the characteristic skin le- 
sions noted in Table 1 are noted in 
types 2 and 4, eg, in both childhood 
and adult dermatomyositis without 
malignant tumors. None of our six 
patients who initially had only skin 
lesions has developed malignant tu- 
mors to date. 

The failure to recognize dermato- 
myositis in the absence of detectable 
muscle weakness, despite a character- 
istic skin eruption, resulted in a con- 
siderable delay in diagnosis. The 
characteristic skin changes of dermat- 
omyositis include the peculiar helio- 
trope discoloration and edema of the 
periorbital area and eyelids, and an 
erythematous to purplish, macular or 
maculopapular eruption on the inter- 
phalangeal joints, elbows, shoulders, 
knees, malleoli, and V-area of the 
chest. There may be a similar erup- 
tion on the extensor surfaces of the 
extremities. Of great diagnostic 
value was the telangiectasia and local 
vasculitis, visible with the aid of the 
ophthalmoscope, that occurs in the 
periungual area. While no poikiloder- 
matous or sclerodermatous changes 
were noted in this series, such 
changes have been described as pre- 
ceding the development of typical 
changes of dermatomyesitis.' The 
clinical features and histological ap- 
pearance of systemic lupus erythema- 
tosus, scleroderma, contact derma- 
titis, and polymorphous light eruption 
separate these entities from dermat- 
omyositis. Rarer entities, such as pel- 
lagra and trichinosis, cam be readily 
distinguished on clinical and histori- 
cal grounds. 

Of the criteria used in this report, 
the electromyogram and muscle biop- 
sy findings appear to be least sensi- 
tive. It is well recognized that a 
single muscle biopsy specimen is fre- 
quently normal or nondiagnostic, and 
this proved true for these patients. 

Prednisone was used for five pa- 
tients requiring treatment. Certain 
of the fluorinated steroids, such as tri- 
amcinolone and dexamethasone, have 
the tendency to induce proximal 
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muscle weakness in otherwise normal 
individuals.? The use of these steroids 
could have caused diagnostic confu- 
sion in the management of a case of 
polymyositic weakness. Generally, 
the persistence of cutaneous findings 
despite corticosteroid therapy indi- 
catéd a poorer prognosis. 

Two cases of pulmonary fibrosis 
were noted among the six patients. In 
these patients, the weakness was at- 
tributed to pulmonary disease and 
this may have contributed to the de- 
lay in diagnosing dermatomyositis. 
There have been approximately 14 
previously well-documented cases of 
pulmonary fibrosis in polymyositis 
and dermatomyositis. The severe 
muscle weakness is often mistaken 
for a nonspecific manifestation of se- 
vere pulmonary disability. This em- 
phasizes the importance of consid- 
ering primary muscle disease in the 
patient who seems disproportionately 
weak. One patient in our series with 
pulmonary fibrosis responded to low- 
dose corticosteroid therapy, but one 
patient did not and required 80 mg of 
orally administered prednisone daily. 
Vignos et al‘ emphasized that a pa- 
tient with dermatomyositis should 
not be considered steroid-resistant 
until he has failed to respond to treat- 
ment with 80 to 100 mg of prednisone 
daily. 

Although the epidemiologic fea- 
tures of dermatomyositis without ini- 
tial muscle involvement fall within 
the same range as those of the other 
syndromes of polymyositis noted by 
Pearson, an astute clinician is re- 
quired to recognize this more subtle 
variant by its characteristic cutane- 
ous findings alone. 

Lauren Reager, MD; Yale Bickel, MD; Carl 
Pearson, MD; Victor Newcomer, MD; James Pe- 
ter, MD have assisted in this study. Carl Pear- 
son, MD, assisted in examining patient 1 and Ir- 


win Ziment, MD, performed the lung biopsy for 
patient 5. 
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Hexachlorophene— 
Not a Cry of “Wolf” 


Philip M. Catalano, MD 


hile talking with a group of der- 
matologists recently, I was 
surprised to learn that very few be- 
lieved that hexachlorophene was a 
dangerous substance. Since the avail- 
able data against hexachlorophene’s 
safety seemed quite substantial to 
me, I pondered how this disbelief by 
knowledgeable and critical men had 
come to pass. After speaking with 
several of them individually, I 
reached the conclusion that the key to 
the skepticism rested on the fact that 
the Food and Drug Administration 
(FDA) had played such an important 
role in the saga. Events such as the 
FDA's dimethyl sulfoxide (DMSO) 
fiasco have been compounded by the 
current mind-boggling debacle ban- 
ning the inclusion of neomycin in a 
widely distributed standardized patch 
test tray. These and other episodes 
have greatly injured the credibility of 
an agency that is constantly under 
the dissecting microscope of the na- 
tion’s medical scientists. Perhaps 
understandably, dermatologists have 
become like the villagers in Aesop’s 
fable of the boy who cried “wolf.” 
Having heard the same cry from the 
FDA, they are justifiably inclined to 
ignore it! 
The purpose of this message is to 
examine a bit of the evidence incrimi- 
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nating hexachlorophene as a harmful 
substance when used topically. The 
abundant data on toxicity from oral 
ingestion wil be touched on but 
lightly, since it appears less germane 
to the crux of the argument. 

The arresting photomicrographs of 
cerebellar sections of newborn rhesus 
monkeys' should give pause to any- 
one. Dramatic vacuolar changes are 
evident in the hexachlorophene-ex- 
posed monkeys. The exposure here 
was far from some absurd overdose 
artifact; it was simply daily washing 
(twice on the first day) for 90 days 
with 3% hexachlorophene emulsion. 
Only 5 ml of emulsion were used to 
wash the interscapular area of the an- 
imals, and this area was then rinsed 
and scrubbed thoroughly with water. 
Control monkeys were scrubbed sim- 
ilarly, except that the emulsion was 
free of hexachlorophene. After one 
week of hexachlorophene exposure, 
mean hexachlorophene levels in the 
blood were 1.5ug/ml. The reproduc- 
ibility of these central nervous sys- 
tem changes in experimental animals 
is such that hexachlorophene is now 
used as a "positive control" in the 
search for germicidal alternatives!? 

Toxie reactions in humans from 
topieal use were emphasized by Lar- 
son in 1968.* A group of burn patients 
had elevated serum levels of hexa- 
chlorophene following routine use of 
the agent on burn wounds. Convul- 


sions in the patients ceased after dis- 
continuation of treatment with the 
agent and after serum levels dropped. 

Four human fatalities from topical 
exposure have been reported by the 
Armed Forces Institute of Pathology 
(two other deaths reported in the 
same article resulted from accidental 
oral ingestion) Two of those who 
died were infants with "ichthyosis" 
(not further classified) who were 
washed with 3% hexachlorophene 
baths. The other two deaths occurred 
in a 2-year-old child and a 3-year-old 
child. The 2-year-old child had less 
than 10% of her body surface affected 
by a second-degree burn. The other 
child had 1595 second-degree burns. 
Both did well initially in the hospital, 
both were bathed routinely with hex- 
achlorophene, and then both became 
withdrawn and died about three 
weeks after admission. The brain sec- 
tions in all four cases showed exten- 
sive vacuolar degeneration of the 
white matter, with a resulting 
spongiotic appearance. This spongi- 
otic appearance was likened to the 
changes seen in rats that were fed 
hexachlorophene. Lest this last men- 
tioned data in rats be questioned be- 
cause of the oral route of admin- 
istration, it should be noted that 
the topical route also can produce 
spongiosus of the brain in rats.^^ 

A study of infants who died in the 
perinatal period showed that seven of 
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69 showed changes in the brain sim- 
ilar to those zlready described.’ The 
washing techrique used on these in- 
fants invelved placing 2 ml of 3% hex- 
achlorophene «compare the previously 
ncted monkey study!) on a moistened 
ball of cotton wool. This was spread 
peripherally after application to the 
umbilicus. Frem 4 to 19 exposures of 
this sort occurred, and the resulting 
brain tissue sections could be inter- 
changed with those of the previously 
discussed morkey study. The authors 
considered pertinent several common 
factors in these infants, including 
prematurity, low birth weight, and 
the presence of cutaneous eruptions 
or surgical wounds. Blood levels of 
hexachlorophene were not reported. 

The most e-tastrophic event result- 
ing from top:cal application of hexa- 
chlorophene eccurred in France. By 
accident, a zoncentration of more 
than 6% hexechlorophene was placed 
in a widely used baby powder. More 
than 100 infants were affected, and 
there were 30 or 40 deaths. Legal 
complications have limited the avail- 
ability of information.* 

With reference to the cause and 
effect relatienship between human 
blood levels 5f hexachlorophene and 
toxicity, mary questions remain un- 
answered. Nevertheless, some inter- 
esting eviderce is available. A study, 
again of low-birth-weight infants,” 
showed blood hexachlorophene levels 
of 0.21ug/m! to 1.1pg/ml. This is not 


1. Lockhart .D: How toxic is hexachloro- 
phene? Pediatres 50:229-235, 1972. 

2. Powell HC. Lampert PW: Bithionol: A pos- 
sible substitute for hexachlorophene. Pediatrics 
52:859-861, 197= 

3. Larson DE Studies show hexachlorophene 
causes burn syrdrome. Hospitals 42:63-64, 1968. 

4. Mullock F€: Hexachlorophene toxicity—hu- 
man experienceat the Armed Forces Institute of 
Pathology. Ped-atrics 51:395-399, 1973. 

5. Kimbroug; RD, Gaines TB: Hexachloro- 
phene effects cn the rat brain. Arch Environ 
Health 23:114-1.8, 1971. 

6. Gaines TB: Kimbrough RD, Linder RE: The 
oral and derma toxicity of hexachlorophene in 
rats. Toxicol Agpl Pharmacol 25:332-348, 1973. 
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far from the levels found in the mon- 
keys discussed earlier. These infants 
were washed daily with two surgical 
sponges saturated with a mixture of 3 
to 4 ml of 3% hexachlorophene that 
was diluted with about 25 ml of wa- 
ter. The babies were then washed 
with four sponges that were moist- 
ened with 35 ml of water. One child 
(the one with the lowest blood level of 
hexachlorophene) died of apparently 
unrelated causes, and at autopsy his 
brain appeared normal. From this 
study, we can conclude only that rela- 
tively modest exposures to hexachlo- 
rophene can produce blood levels in 
humans that are not far from those 
found in association with anatomic 
changes in animals. 

A paper describing observations of 
full-term infants with very modest 
hexachlorophene exposure (7.5 ml of 
3% suspension wiped on and then 
washed off with water once every 
fourth day) reported hexachlorophene 
levels of 0.287ug/ml in the blood 
(average of 13 patients). Levels in 
the blood of physicians and nurses 
in the hospital were lower (range, 
0.017ug/ml to 0.167ug/ml). Newborn 
blood levels of the drug may be con- 
siderably higher with greater expo- 
sure.” 

Surgical personnel who scrub ac- 
cording to the product manufactur- 
er’s instructions may show relatively 
high levels of the drug when using 
the 3% detergent preparation." Blood 
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concentrations ranged as high as 
0.85ug/ml, with a mean of 0.22ug/ 
ml. Users of the 0.25% hexachloro- 
phene soap preparation have some- 
what lower levels. 

Although the precise mechanism of 
hexachlorophene toxicity is as yet 
unknown, a strong possibility would 
seem to be its known potent ability 
to uncouple oxidative phosphoryla- 
tion.?/* Several other metabolic al- 
terations are also known.” 

As the mass of circumstantial evi- 
dence accumulates, we must not lose 
sight of the fact that still unknown is 
the blood level at which a toxic re- 
action of the central nervous system 
occurs in humans. Inescapable, how- 
ever, is the fact that such damage 
does occur. 

The purpose of this communication 
is not to present an unreserved con- 
demnation of hexachlorophene. Many 
pediatricians believe it is a valuable 
aid in the nursery for normal, full- 
term newborn infants in the pre- 
vention of some bacterial infections. 
Another possibly useful place for the 
substance might be to protect against 
bilharzial infestation in individuals 
exposed to waters containing schisto- 
some cercaria.? Nevertheless, the 
dermatologist, who so often is faced 
with an injured epidermal barrier 
layer, must be aware that hexachloro- 
phene is a topical agent that can give 
serious injury to the central nervous 
system. 
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improvement (one to two weeks) have been seen in 

treatment of infections caused by common derma- 

tophytes. If a patient shows no clinical improvement 

after a month of treatment, the diagnosis should be 

redetermined. 

How Supplied: MicaTin cream containing micona- 

zole nitrate at 2% strength is supplied in a 1-oz. tube. 


T Chemical name: 1-[2,4-dichloro-B-4 (2,4-dichloro- 
benzyl) oxy } phenethyl] imidazole mononitrate. 


From the Dermatological Division of 
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News and Information from the American Academy of 
Dermatology and its National Program for Dermatology 


Rudolf L. Baer and Herbert Mescon 
Named Top AAD Officers for 1975 


Rudolf L. Baer, M.D., New York, N.Y., George Miller 
MacKee Professor and Chairman of the Department of 
Dermatology at New York University School of Medicine, 
was named the 1975 President of the American Academy 
of Dermatology at the AAD’s 33rd Annual Meeting in 
Chicago. Dr. Baer succeeds F. A. J. Kingery, M.D., Port- 
land, Ore. 

The Board of Directors of the Academy also selected 
Herbert Mescon, M.D., Boston, Mass., Professor and 
Chairman of the Department of Dermatology at Boston 
University School of Medicine, as Vice-President. 

Details on other activities at the 1975 Annual Meeting— 
including the results of the election of five new Directors— 
will be reported in next month’s AAD-NPD Report. 


Meet the AAD’s New President: Rudolf L. Baer, M.D. 


In a way, Rudolf Lewis Baer, the 1975 President of the 
American Academy of Dermatology, reflects the trends in 
world medicine—both in his personal life and in the spe- 
cialty he represents. 

Earlier in this century, Europe was looked upon as the 
seat of medical knowledge—with the City of Vienna the 
focal point. The new AAD President was a child of that era: 
born in Alsace-Lorraine, he took his medical studies at the 
Universities of Frankfurt, Heidelberg, Berlin and (of 
course) Vienna. His doctorate in medicine came from the 
University of Basel, Switzerland. 

The events leading up to World War II had a great effect 
on medical science and on the young Rudolf Baer who was 
just completing his medical education. 

"It was the anti-Semitic excesses in Nazi Germany that 
convinced me that I should leave Europe and that my 
future was in the United States," Dr. Baer recalls. He 
followed in the footsteps of other medical scientists and 
became a refugee to America in 1934—signing up as an 
intern at Beth Israel Hospital in New York City. 

The influx of scientific know-how during the war years 
was a contributing factor to the growth of the United 
States as a leader in medical research, teaching and clinical 
practice. Now, in world medicine, advanced training at any 
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Fig. 1.—Rudolf L. Baer, 
M.D., 1975 President of 
the American Academy of 
Dermatology. 


Fig. 2.—Tne new AAD 
President setects a group 
of slides tc illustrate a 
case report. 





Fig. 3.—A staff of able assistants help Dr. Baer wth his many 
duties at the New York University Medical Center. 





C. Parish, M.D., Philadelphia, Pa.; Beverly E. Sanders, Jr., M.D., Macon, Ga.; 
Eugene P. Schoch, Jr. M.D., Austin, Tex.; William F. Schorr, M.D., 
Marshfield, Wise; Margaret A. Storkan, M.D., Rodondo Beach, Calif. 
Address the editor at 7 E. 80th St., New York, N.Y. 10021. 


of a dozen tep institutions in North America is more sought 
after than gracuate study at the European universities 
that once were meccas for medical scientists. 

Even in New York, however, Dr. Baer did not escape the 
influences ef West European medicine. Shortly after he 
began his graduate training at Beth Israel, he took an 
assignment as a Volunteer Assistant at the Skin and 
Cancer Unit of New York Post-Graduate School and 
Hospital. There, it was the influence of a University of 
Zurich gracuate—Dr. Marion B. Sulzberger—that made him 
decide to enter the specialty of dermatology. 

In 1936, Dr. Eaer became a resident physician in derma- 
tology and syph-lology at Montefiore Hospital in New York 
City. The folloving year, he officially joined the Skin and 
Cancer Unit of New York Post-Graduate Medical School 
and Hospital (as a postgraduate student) and has been 
affiliated with the Unit ever since. 

During the 40s and 50s, the new AAD President held 
various academic and clinical positions with the New York 
University Pos:-Graduate Medical School and its affiliated 
institutions. H= had hospital appointments with Monte- 
fiore, Goldwater Memorial, Monmouth Memorial and 
Cornell University Medical College. 

This was a senificant time in his professional life. From 
March, 1942, to October, 1945, he worked full-time as a 
researcher for the Office for Scientific Research and 
Development of the National Research Council—doing 
work dealing with vesicant agents of chemical warfare, 
thermal burns and insect repellents. Dr. Baer was co- 
author of more than 50 secret and confidential reports 
covering imvestigations on prevention and treatment of 
burns caused by mustard gas, lewisite and phenyldichlorar- 
sine; sensitization to chemical warfare agents and to 
therapeutic agents; irritancy tests of therapeutic agents; 
acid debridement of burns; wound healing; and insect 
repellents: 

1961 was ar important year in the career of Rudolf L. 
Baer, M.D.: he assumed a group of positions that put him in 
charge of the eermatological activities in the vast complex 
making up New York University Medical Center. 

In that year, he was appointed the George Miller 
MacKee Professor and Chairman of the Department of 
Dermatology at New York University School of Medicine. 
(Dr. Baer is especially proud of his Professorial namesake; 
Dr. MacKee was one of his predecessors as President of the 
American Academy of Dermatology). 

At the same time, Dr. Baer became Director of the New 
York Skin an4 Cancer Unit, Director of the Dermatology 
Service at what is now the University Hospital, Director of 
the Service o" Dermatology and Syphilology of Bellevue 
Hospital, an« Senior Consultant in Dermatology at 
Veterans Administration Hospital (Manhattan). 

There was still another milestone in Dr. Baer's life in 
1961. He celebrated his 20th wedding anniversary. 

Busy taougn he was with his professional activities, Dr. 
Baer found tame to court and marry (in 1941) the former 
Louise Grummach. The marriage was blessed with two 
sons: John Reckford, now a banker, and Andrew Rudolph 
who is ir public relations (unlike his father, he spells his 
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name with a "ph"). A grandson, David, is the latest source 
of pride and joy for Rudy and Louise Baer. 

The AAD President professes to few extra-curricular 
interests. "My family and dermatology are my hobbies," he 
said. But he does enjoy music and relishes in the opportu- 
nities that are available in New York City to hear good 
music. 

Vacations are traditionally a return to the land of his 
early years. For the past 25 summers, the Baers have spent 
their holidays in St. Moritz, Switzerland—where the AAD 
President delights in invigorating walks in the mountain 
air. 

Bacause of his European background (together with his 
fluent knowledge of German and French), it is only natural 
that Dr. Baer has a great empathy with the practice of 
dermatology throughout the world. He is currently Presi- 
dent of the International League of Dermatological Socie- 
ties (and of its Executive Committee—the International 
Committee of Dermatology). In these capacities, he is 
deeply involved in planning for the 1977 International 
Congress of Dermatology—to be held in Mexico City. 

Dr. Baer is an Honorary Member of 14 national derma- 
tology organizations—including three in South America, 
one in Japan and two behind the Iron Curtain (the Polish 
and Yugoslavian Dermatologie Associations). 

One of his objectives in his international work is to bring 
about a closer relationship between dermatologists in the 
Eastern European countries and the rest of the world. 

In keeping with a man of his professional stature, Rudolf 
L. Baer has held many of the top positions in his specialty 
and is the recipient of several honors and lectureships. He 
is a former President of the American Board of Dermatolo- 
gy and of the Society for Investigative Dermatology. He 
has served as Chairman of the Section on Dermatology of 
the American Medical Association and has been on the 
Board of Directors of both the Academy (two separate 
times) and of the American Dermatological Association. 
He was Chairman of the original Joint Committee on 
Planning that evolved into the National Program for 
Dermatology. 

Interestingly, Dr. Baer inter-relates closely between the 
specialty of dermatology and the internal medicine sub- 
specialty of allergy. He is a Fellow of the American 
Academy of Allergy and of the American College of 
Allergists (serving at one point as its Vice President). He 
was also on the editorial board of the Annals of Allergy. 

Since 1943, the AAD President has held various editorial 
positions on dermatology publications. For 18 years he 
served as Co-Editor and then Editor of the Year Book of 
Dermatology. 

Dr. Rudolf Baer has moved in the Presidency of the 
American Academy of Dermatology at a time when great 
changes are being made in the specialty and in the practice 
of medicine. He is deeply interested in the Academy's new 
Special Committee on Educational Affairs (SCEA)—which 
was established to deal with such activities as the Self 
Assessment Program, Home Study Courses, and other new 
mechanisms for continuing evaluation and education. 

"Our expertise is in the diagnosis and treatment of skin 
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diseases; an expertise that is ours alone,” he points out. 
“We should avoid influences which try to narrow or 
fragment the specialty. The future role of dermatology lies 
in its being a useful part of the medical team.” 


Patch Test Kits Again Available 


The American Academy of Dermatology is again 
making the contact dermatitis patch test kit available to its 
members. The kit is produced and distributed by the 
Johnson & Johnson Dermatological Division—as a service 
to dermatologists—in conjunction with the Task Force on 
Contact Dermatitis of the AAD’s National Program for 
Dermatology. 

Announcement of the availability of the patch test kit 
was made at the AAD’s December meeting. If you did not 
request a kit at that time, it can be obtained by writing: 
Walter G. Larsen, M.D., Assistant Secretary-Treasurer, 
American Academy of Dermatology, 2250 Northwest Flan- 
ders Street, Portland, Ore. 97210. (Distribution is limited to 
AAD members.) 


Flash Backs: A Glance at Our Past 


(Another in a series of anecdotes from dermatological 
history compiled by AAD Historian, Lawrence Charles 
Parish, M.D.) 

At the inaugural meeting of the American Academy of 
Dermatology —held in St. Louis on Nov. 15, 1938—43 clinical 
cases were prepared for presentation. Case Number 30, 
being a 28-year-old woman, seemed most interesting. She 
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had xeroderma pigmentosum which had been noticed since 
the age of two—when there had been "excessive freckling 
following exposure to sun and wind, which, for the first 
two years, improved in the winter." 

At the age of four, a definite diagnosis was made by 
Joseph Grindon, Sr., M.D., and the patient wss exhibited by 
him at Chicago. When the patient was seven years old, the 
family moved to Oregon and while there she was treated 
for six months with ultraviolet radiation. These treatments 
were followed by generalized blistering, and the skin 
became much worse. 

When the patient was 16, a nodule appeared on the right 
alae nasi and this was removed with "paste." The condition 
had become progressively worse, "sores" forming at inter- 
vals, but with no seasonal variation. 

No record is available of the discussion that ensued, but 
the course and treatment noted was as follows: “this 
patient was first seen in the clinic in 1927 at the age of 16. 
It was considered to purposely produce argyria. This was 
abandoned on the ground that silver is deposited in the 
corium whereas the pathology in this disease is more 
superficial. She has had several procedures including 
scalpel surgery, electrosurgery and radium application." 


Correction: Committee Member 


An error appeared in the list of members of the Home 
Study Course Editorial Committee as it appeared in the 
September, 1974, issue of this Section. Artaur J. Sober, 
M.D., Boston, Mass., should have been listed. 
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*Lidex Ointment relieves the parched, itchy lesions and the other 
inflammatory manifestations of all steroid-responsive dermatoses. 
Because the fluocinonide in Lidex Ointment is always 100% dissolved, 
the full effectiveness of the steroid is available immediately upon application. 
Result: full potency therapy for dry, steroid-responsive dermatoses. 


CONTRAINDICAC TONS: Topical steroids are contraindicated in vac- 
cinia, varicella, and in patients hypersensitive to any components of 
this preparation. 

PRECAUTIONS: firritation develops, discontinue and institute 
appropriate therz3y. If infection is present, institute use of an appro- 
priate antifungal er antibacterial agent. If a favorable response does 
not occur p-omp3y discontinue the corticosteroid until the infection 
is adequate'y cor-rolled. 

In treating extens./e areas, the possibility exists of increased systemic 
absorption of the-corticosteroid and suitable precautions should be 
taken. In pregnaat females, the safe use of topical steroids has not 





been established. Therefore, they should not be used extensively in 
these patients, in large amounts or for prolonged time periods. 

Not for ophthalmic use. 

ADVERSE REACTIONS: Local adverse reactions reported with topi- 
cal steroids: burning, itching, irritation, dryness, secondary infec- 
tion. folliculitis, acneform eruptions, hypopigmentation, striae, skin 
atrophy. 

HOW SUPPLIED: LIDEX 0.05% Cream — 15g., 30g. and 60g. tubes. 
LIDEX 0.05% Ointment — 15g., 30g. and 60g. tubes. 


SYNTEX Syntex Laboratories, Inc. 
Palo Alto, California 94304 
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Before Vanseb. Scanning electron micro- 


graph (1000x) shows common hair damage. 








t 


After Vanseb. After 3 stampooings with 
Vanseb, another micrograph ef the same hair 
shows that damage has been greatly repaired. 





Look closely before 





you recommend another 


dandruff shampoo. 


The only difference between the photo on 
the left and the photo on the right is a dandruff 


shampoo. Vanseb® 

Vanseb is the first antisebor- 
rheic shampoo that actually repairs 
your patient’s damaged hair while 
it controls dandruff. It works on 
the frizzies as well as the flakes. 

What makes Vanseb unique is 
protein. Tests prove that protein 
reduces split ends, thickens the hair 
and increases tensile strength. 

lo your patient, this means 
hair that’s manageable, soft and 


G. S. Herbert Laboratories irvine, California 92664 U.S.A. H 





silky. To you, it means a therapy that works 
because your patient will follow it. Even if 


frequent shampooing is necessary. 

For cases requiring a tar sham- 
poo, we make Vanseb®-T, also with 
protein. 

Everybody says the-r tar sham- 
poo is cosmetically elegart. Vanseb-T 
really is. It doesn't look or smell 
like a tar shampoo. It produces 
abundant lather. And it leaves hair 
lustrous and easy to comb. 

Vanseb and Vanseb-T. To help 
the hair as well as the scalp. 


We fix more than Dandruff. 


Grade lll 


Pustular 
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conventional 
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agents and l 
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tetracycline L | 
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the efficacy of Retin-A in treating acne vulgaris* 


Of 372 patients (with grades I, II, and IIl acne) in 16 
well-controlled double-blind studies, Retin-A Liquid 
and Saturated Swabs produced good to excellent 
responses in 72.8% and poor to fair responses in 
27.2%, with adverse reactions in less than 296. Of 85 
other patients (with grades I! and III acne) in 5 ran- 
domized double-blind studies, Retin-A Cream pro- 
duced good to excellent responses in 62.396 and poor 
to fair responses in 37.7%, with adverse reactions in 
only one patient.** 


when you get specific 
about acne vulgaris: 


ReUrrA 


tretinoin 


by prescription only 





“Primarily grades |, Il and III in which comedones, papules and 
pustules predominate. It is not effective in most cases of severe 
pustular and deep cystic nodular varieties (acne conglobata). 

"Data on file in the Department of Clinical Research, lohnson & 
lohnson. 


fohmonsfohmon 


Unretouched photographs of patients on Retin-A brand tretinoin 
See next page for prescribing information. 
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-About as specific 
as you Can ; 





by prescription only 


Retin- 


brand 


tretinoin 
Saturated Swabs 0.05% 
Liquid 0.05% 

Cream 0.1% 


...and now to 
minimize troublesome erythema 


Retin-A 0.05% Cream 


RETIN-A Brand tretinoin is available in both liquid and cream vehicles, 
RETIN-A liquid contains tretinoin (all-trans retinoic acid; Vitamin A 
acid) 0.05% by weight, polyethylene glycol 400, butylated hydroxy- 
toluene, and alcohol 55%. RETIN-A cream contains tretinoin in either 
of two strengths, 0.1% or 0.05% by weight in a hydrophilic cream 
vehicle of stearic acid, isopropyl myristate, polyoxyl 40 stearate, stearyl 
alcohol, xanthan gum, sorbic acid and butylated hydroxytoluene. 





Instruct patient to: 

e Wash face gently no more than 2 or 3 times daily. 
Pat face dry with towel (don't rub). 

* Wait 15-20 minutes before applying RETIN-A. 
Avoid medicated cosmetics and lotions and perfume 
products that contain alcohol, spices, lime, etc. 

€ Use a mild soap and shampoo such as PURPOSE 
Brand Soap; PURPOSE Brand Shampoo. 

€ Avoid excessive exposure to extremes of climate 
(sun, wind, cold) since these tend to dry and burn 
the skin. 


General instructions for the patient: 

€ Avoid using the medication at the corners of the 
mouth, nose, eyes, or on other sensitive areas. 

€ Avoid using other topical acne preparations. They 
may interfere with the action of the medication. 

€ Excessive use of the product will not produce 
more rapid or better results — but may cause 
unnecessary irritation. 








Whenever a mild soap or shampoo is indicated: 
PURPOSE Brand Soap and PURPOSE Brand Shampoo 
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Indications: RETIN-A Brand tretinoin is indicated for topical application in the 
treatment of acne vulgaris, primarily grades I, Il, and III in which comedones, 
papules, and pustules predominate. It is not effective in most cases of severe 
pustular and deep cystic nodular varieties (acne conglobata). 
Contraindications: Use of the product should be discontinued if hypersensi- 
tivity to any of the ingredients is noted. 

Warnings: RETIN-A should be kept away from the eyes, the mouth, angles 
of the nose, and mucous membranes. Topical use may induce severe local 
erythema and peeling at the site of application. If the degree of local irrita- 
tion warrants, patients should be directed to use the medication less fre- 
quently, discontinue use temporarily, or discontinue use altogether. Tretinoin 
has been reported to cause severe irritation on eczematous skin and should 
be used with utmost caution in patients with this condition. 

Precautions: Concomitant topical medication should be used with caution, 
because of possible interaction with tretinoin. Particular caution should be 
exercised in using preparations containing peeling agents (such as sulfur, 
resorcinol, benzoyl peroxide, or salicylic acid) with RETIN-A. It also is 
advisable to “rest” a patient's skin until the effects of peeling agents subside 
before use of RETIN-A is begun. Exposure to sunlight, including sunlamps, 
should be minimized during the use of RETIN-A and patients with sunburn 
should be advised not to use the product until fully recovered because of 
heightened susceptibility to sunlight as a result of the use of tretinoin. Patients 
who may be required to have considerable sun exposure due to occupation 
should exercise particular caution. Other weather extremes, such as wind and 
cold, also may be irritating to patients under treatment with tretinoin. 


Similar precautions are advisable with regard to the use of medicated or 
abrasive soaps and cleansers, soaps and cosmetics that have a strong drying 
effect, and products with high concentrations of alcohol, astrimgents, spices, 
or lime. If medication is applied excessively, no more rapid or better results 
will be obtained and marked redness, peeling, or discomfort mav occur. 
Adverse Reactions: The skin of certain sensitive individuals may become 
excessively red, edematous, blistered, or crusted. If these effects occur, the 
medication should either be discontinued until the integrity o: the skin is 
restored or the medication should be adjusted to a level the petient can tol- 
erate. Temporary hyper- or hypopigmentation has been reported with repeated 
application of RETIN-A. Some individuals have been reported to have 
heightened susceptibility to sunlight while under treatment with RETIN-A. 

To date, all adverse effects of RETIN-A have been reversible upon discon- 
tinuation of therapy. (See Dosage and Administration section.) 

Dosage and Administration: Cream: RETIN-A Brand tretinoin ream should 
be applied once a day, before retiring, to the skin where acne esions appear, 
using enough to cover the entire affected area lightly. Swab: Cne RETIN-A 
Brand tretinoin swab should be applied once a day, before retiring, to the 
skin where acne lesions appear, spreading the medication ove- the entire 
affected area. One swab supplies enough of the preparation to treat an area 
the size of the face. If other sites are treated, such as the back, additional 
swabs should be used. Liquid: RETIN-A Brand tretinoin liquid should be 
applied once a day, before retiring, to the skin where acne lesions appear, 
using enough to cover the entire affected area lightly. The preparation may be 
applied using a fingertip, gauze pad, or cotton swab. If gauze er cotton is 
employed, care should be taken not to oversaturate it to the extent that the 
liquid would run into areas where treatment is not intended. 

Application may cause a transitory feeling of warmth or slight stinging. In 
cases where it has been necessary to temporarily discontinue therapy or to 
reduce the frequency of application, therapy may be resumed or trequency of 
app eaten increased when the patients become able to tolerate the treatment. 
When it has been necessary to discontinue therapy with 0.1% cream tempo- 
rarily, patients may be better able to tolerate the 0.05% strength when therapy 
is resumed. It should be noted that just as some patients require less frequent 
applications or other dosage forms, others may respond better to-more frequent 
applications of tretinoin. Alterations of either vehicle, drug concentration, or 
dose frequency should be closely monitored by careful observat ons of the 
Clinical therapeutic response and skin tolerance. 

During the early weeks of therapy, an apparent exacerbation o! inflammatory 
lesions may occur. This is due to the action of the medication cn deep, pre- 
viously unseen lesions and should not be considered a reason t» discontinue 
therapy. Therapeutic results should be noticed after two or three weeks, but 
more than six weeks of therapy may be required before definite beneficial 
effects are seen: Once the acne lesions have responded satisfactorily, it may 
be possible to maintain the improvement with less frequent applications, or 
other dosage forms. 

Patients treated with RETIN-A may use cosmetics, but the areasto be treated 
should be cleansed thoroughly before the medication is applied. 

How Supplied: RETIN-A Brand tretinoin is supplied as: 

1) Foil-covered swabs saturated with 0.05% strength liquid, in boxes of 30. 
2) Amber bottles containing 28 ml. of 0.05% strength liquid. 

3) 20-gram tubes containing a tretinoin cream in either of two strengths, 

0.1% or 0.05%. 
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Letters to the Editor 


Facial Femiatrophy in Art 


To the Ecitor.—-Chaim Soutine’s 
"Portrait of a Boy" appears to show a 
good example of facial hemiatrophy. 
The painter was meticulous in his 
paintings so -his diagnosis may hold 
even in the absence of any history of 
the subject. | 

It is always interesting for the phy- 
sicians, espec ally one without train- 
ing in the history of art, to look at 
modern art and to read-in abnormal- 
ities. Facial cisorders are of interest. 
Bell's Paisy is a favorite subject and 
has been redepicted before during 
many periods of art.' 

A current example of another type 
of facial defarmity is seen in the pic- 
ture by Chaim Soutine, “Portrait of a 
Boy,” in the National Gallery of Art 
in Washington. The picture shows 
progressive facial hemiatrophy with a 
narrow palpable fissure and the 
shrinking of the cheek, with the con- 
sequent characteristic deformity 
(Figure) 

There is no history regarding this 
boy, but he is said to have been a 
waiter. Chaim Soutine was famous 
for his design and his detailed por- 
traits. This figure is interesting also 
because it is said that Soutine could 
not paint umess he was able to view 





"Portrait of a Boy," by Chaim Soutine, 
Nationa! Gallery of Art, Washington, Ches- 
ter Dale Collection, reproduced by permis- 
sion. 
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the subject directly. Did he see such 
pathologic features? He was also 
famed for his portraits and interest 
in costumes. According to Daniel 
Robbins” remarks about the subject, 
“his face alert and discreet is not 
without the hint of the sneer. His age 
is uncertain, whatever it is, he knows 
far more of life’s going on than he is 
prepared to let the customer know.” 
So whether the boy in the portrait has 
a unilateral sneer, a design of shad- 
ows, or hemiatrophy is really not im- 
portant. The importance is that this is 
another example of the excellency of 
the portrait painting of Chaim Sou- 
tine. 

LEON GOLDMAN, MD 

Cincinnati 


1. Goldman L, Schechter C: Art in medicine: 
Peripheral facial palsy throughout the ages. NY 
State J Med 67:20-23, 1967. 

2. Robbins D: Painting Between the Wars 
1918-1940. New York, McGraw-Hill Book Co, 
1978, p 34. 


Porphyria Cutanea Tarda in 
Young Women 


To the Editor.—Porphyria cutanea 
tarda (PCT) or symptomatic por- 
phyria is the commonest of the recog- 
nized disorders of porphyrin metabo- 
lism.-? Although its symptoms are 
restricted to the skin, the consid- 
erable discomfort and disfigurement 
that often result warrant a careful 
search for this treatable disease’*-? in 
all patients having erosions, bullae, 
milia, scarring, or sclerodermatous 
change of sun-exposed skin, hirsut- 
ism, generalized hyperpigmentation, 
or a history of pink urine. 

Recently, two young women with 
classic findings of PCT were seen in 
our clinic an average of 18 months af- 
ter first seeking medical attention. 
Because of the patients’ youth, sex, 
and absence of alcoholism or liver dis- 
ease, the diagnosis of PCT apparently 


was not considered by the physicians 
initially consulted. Urine specimens 
from both women showed coral-red 
fluorescence with Wood light illumi- 
nation, permitting firm diagnosis’ 
during the first clinic visit. Subse- 
quently, 24-hour urine collections re- 
vealed the porphyrin profile of PCT": 
substantially elevated urobilinogen, 
moderately elevated coprobilinogen, 
and absent porphobilinogen (negative 
Watson-Schwartz test). 

Report of Cases.—CASE 1.—A 25-year-old 
woman was in good health until she noted 
blisters and increased fragility of the skin 
on the dorsa of both hands while on vaca- 
tion in Jamaica. Soon afterward she noted 
scar formation on her hands, increased 
hair on her face, and a pink discoloration 
of her urine. A steroid cream was pre- 
scribed for her hands, but did not alter the 
process. Blistering increased after a Flor- 
ida vacation six months later. There were 
no family medical history of a similar ill- 
ness, no history of alcohol abuse, and no 
signs or symptoms of liver disease. She 
had worked in a chemistry laboratory, but 
denied exposure to hepatotoxins. Her only 
medication was an oral contraceptive, a 
mixture of norethindrone and mestranol 
(Norinyl 1 + 50), which she had taken for 
three years. 

Physical examination revealed increased 
vellus hair on the cheeks and forehead, nu- 
merous erosions, and scars five to ten mm 
in diameter on the dorsa of both hands, 
with a sharp cutoff at the wrist, and a 
single milium. General skin pigmentation 
and texture were within normal limits, as 
were the remainder of the examination 
findings. A skin biopsy specimen from the 
hand showed sclerodermatous changes 
consistent with PCT. Routine blood chem- 
istry studies showed that the hematocrit, 
iron and total iron-binding capacity 
(TIBC), bilirubin, serum glutamic oxalo- 
acetic transaminase (SGOT), lactic dehy- 
drogenase (LDH), total protein and albu- 
min levels were all within normal limits. 


Results of Porphyrin Studies 


Porphyrin Determination 

Urine (ug/24 hr) 
Fluorescence (pink) 3+ 
Uroporphyrin 2,800 


Coproporphyrin 448 
Stool (ug/gm, dry weight) 


Coproporphyrin 182 
Protoporphyrin and 
uroporphyrin 208 
Erythrocyte (ug/dl, packed 
red blood cells) 


Total porphyrins 14.6 


Fluorescence None 


Watson-Schwartz test 





Patient 1 


Negative 


Patient 2 Normal Values 


oT None 
1,730 10-40 
620 100-200 


97 1 less 
233 than 50 


18.8 10-25 
None None 


Negative Negative 
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Porphyrin studies (Table) confirmed the 
diagnosis. 

Symptoms decreased substantially with- 
in one month of discontinuing the oral 
contraceptive therapy. Phlebotomies were 
begun nevertheless, but the patient soon 
became pregnant, and these operations 
were stopped at the request of her gynecol- 
ogist. The patient is now in the eighth 
month of this first pregnancy and remains 
asymptomatic, despite unprotected expo- 
sure to summer sun. 

CASE 2.—A 29-year-old woman was in 
good health except for pelvic adhesions un- 
til she noted pigmentation of exposed 
areas and increased facial hair. Six months 
later, during the summer, the urine turned 
pink and she suffered numerous painful 
blisters on the dorsa of both hands, result- 
ing in sears. During frequent medical con- 
tacts for her gynecological problems these 
Symptoms were not treated until she came 
to the dermatology clinic almost two years 
later. No other family members were af- 
flicted. There was no medical history of 
alcohol consumption, or of liver disease, 
although rarely she was exposed to the 
hepatotoxin trichloroethylene at work. The 
only medication that the patient was re- 
ceiving was an unidentified oral contracep- 
tive, which she had taken for three years. 

Physical examination showed a woman 
with an olive complexion, more tanned 
than expected for the season. There was 
substantially increased vellus hair on the 
cheeks, numerous small sears on the dorsa 
of both hands, and several milia. The re- 
mainder of the examination findings were 
normal. Screening laboratory test results 
were normal, except for borderline eleva- 
tion of SGOT and serum alkaline phospha- 
tase levels. Porphyrin studies (Table) con- 
firmed the diagnosis of PCT. 

Phlebotomies of 500 ml every two weeks 
were begun, and within two months new 
lesions ceased. The hematocrit reading re- 
mained above 37%. Three months after dis- 
continuation of therapy, the patient is 
symptom-free, 

Comment.—These cases prompted a 
review of the standard texts'* and re- 
cent literature,*° which only rein- 
forced the impression that PCT is a 
disease of the middle-aged or elderly 
man, usually the alcoholic. Excluding 
South African and Turkish series, as- 
sociated with ingestion of the fungi- 
cide hexachlorobenzene and other ex- 
ogenous  hepatotoxins,^'" to our 
knowledge, only one case in a woman 
less than age 35 years is described. 
Six case reports of PCT in children 
were found, but several had pre- 
disposing factors (liver disease and 
prolonged iron therapy).'*1*2* Even 
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cases reported because of an associa- 
tion with connective tissue disease? 
or use of oral contraceptives,?/* of 
which our cases are representative, 
did not reflect the basically young fe- 
male "population at risk" in which 
they occurred. 

To our knowledge, the first case in 
this report is the only one of preg- 
nancy complicating the management 
of PCT. The patient's lack of exacer- 
bation at a time when endogenous 
hormone levels must exceed those at- 
tained with oral contraceptives is 
unexplained. Probably pertinent is 
the rapid improvement of both pa- 
tients after minimal therapy. 

Since this letter was submitted to 
the ARCHIVES, a case report of two ad- 
ditional young women with PCT has 
appeared,” further emphasizing the 
importance of this phenomenon. 

BARBARA GILCHREST, MD 
MADHUKAR A. PATHAK, MD 
JOHN A. PARRISH, MD 
Boston 
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Secondary Syphilis and Sarcoidosis 


To the Editor.—This letter describes 
a case of secondary syphilis and sar- 
coidosis, which had been diagnosed 
radiologically. 

Report of a Case.—A 25-year-old woman 
had been under the care cf a pulmonary 
specialist since December 1972; at that 
time, nodular densities in both lung fields 
were noted and a diagnosis of sarcoidosis 
was made. Previous chest x-ray films taken 
in June 1972 were normal and the VDRL 
test for syphilis and the fluorescent trep- 
onemal antibody absorption test for syphi- 
lis (FTA-ABS) were nonreactive. In Feb- 
ruary 1978, two percutaneous lung biopsy 
specimens showed no evidence of granulo- 
matous disease. Cultures of biopsy mate- 
rial were negative for tuberculosis and the 
patient did not report for reading of the 
purified protein derivative, monilial, or fun- 
gal skin tests. Since the patient had lived 
in Detroit, Mich all of her life, histoplas- 
mosis and coccidioidomycosis were consid- 
ered unlikely causal agents. On June 15, 
1978, she came to the department of der- 
matology complaining of general malaise 
of two weeks duration and a one-month 
history of papular lesions on the face and 
extremities. There were about six annular, 
papular, yellow to reddish-brown lesions on 
the forehead, the forearms, the left palm, 
and the left thigh (Fig 1). No mucosal le- 
sions were found. The abdomen was soft 
and there was no organomegaly. All super- 
ficial lymph nodes were palpable, in par- 


Fig 1.—Circinate plaque consisting of 
coalesced papules. 
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ticular, the posterior occipital, the axillary, 
and inguinal l7mph nodes. The physical ex- 
amination fineings were otherwise normal. 
Blood pressur- was 120/70 mm Hg, and the 
temperature, 37.3 C (99.1 F). A biopsy 
specimen of c lesion of the right forearm 
showed a cha-acteristic picture of second- 
ary syphilis ( "ig 2 and 3). The VDRL test 
for syphilis vas reactive with a titer of 
1:16, and the FTA-ABS was also reactive 
on June 15, 1974. A total of 7.2 million units 


Fig 2.—Section shows massive granulo- 
matous infiltate involving upper dermis 
(hematoxylin-eosin, original magnification 
x 105). 





BET * ne 


Fig 3——Hicher magnification shows infil- 
trate mainly somposed of plasma cells and 
histocytes wth marked perivascular local- 
ization (hematoxylin-eosin, original magni- 
fication x 1235). 
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of repository penicillin G benzathine was 
administered intramuscularly in doses of 
2.4 million units/week. The patient related 
that she experienced "fever and chills” 
within a few hours of the first injection. 
When the patient was seen a month later, 
the skin lesions had completely resolved, 
the VDRL was reactive at eight dilutions, 
and the FTA-ABS was reactive. The pa- 
tient failed to complete further pulmonary 
studies. One year later, she returned; at 
this time, the chest x-ray films continued 
to show the nodular densities, which were 
again interpreted as compatible with sar- 
coidosis in both lungs. On June 20, 1974, 
the VDRL test for syphilis, undiluted, and 
the FTA-ABS were reactive. Further stud- 
ies were not done. 
Comment.—Secondary syphilis has 

a wide variety of clinical signs and 
symptoms.’ The wide spectrum of 
histological features of this disease is 
well-recorded.** The sarcoidal reac- 
tion of secondary syphilis is well- 
recognized," and the implication 
was once made that syphilis could be 
a cause of sarcoidosis.""* To our 
knowledge, our case is unusual in that 
it was labeled sarcoidosis, while the 
patient also had secondary syphilis, as 
proven by a positive serologic test for 
syphilis, a skin biopsy, a Herxheimer 
reaction, and complete resolution of 
the patient's skin lesions with anti- 
syphilitic therapy. The pulmonary 
sarcoidal infiltrate remains  un- 
changed. This case shows that syphi- 
lis, the ubiquitous fellow traveler, can 
be found in association with any dis- 
ease and that it might well have been 
missed if this papular eruption had 
been assumed to be caused by the pri- 
mary disease process, in this case, 
sarcoidosis. 

GARY L. McMiLLAN, MD 

RoBERT E. Burns, MD 

Detroit 


George R. Mikhail, MD, interpreted the sec- 
tions removed for histopathologic study. 


1. Lomholt G: Syphilis, in Rook A, Wilkinson 
DS, Ebling FG (eds): Textbook of Dermatology. 
Oxford, England, Blackwell Scientific Publica- 
tions, 1972, pp 634-638. 

2. O'Lansky S, Norins LC: Syphilis and other 
treponematoses, in Fitzpatrick TB, Arndt KA, 
Clark WH Jr, et al (eds): Dermatology in General 
Medicine. New York, McGraw-Hill Book Co Inc, 
1971, pp 1955-1978. 

3. Lever WH: Histopathology of the Skin. 
Philadelphia, JB Lippincott Co, 1967. 

4. Pinkus H, Mehregan AH: A Guide to Der- 
matopathology. New York, Appleton-Century- 
Crofts, 1969. 

5. Jeerapaet P, Ackerman AB: Histological 
patterns of secondary syphilis. Arch Dermatol 
104:373-377, 1973. 





6. Lochner JC, Pomeranz JR: Lichenoid sec- 
ondary syphilis. Arch Dermatol 109:81-83, 1974. 

7. Miller RL: Pustular secondary syphilis. Bul 
Assoc Milit Dermatol 21:24-27, 1973. 

8. Mikhail GR, Chapel TA: Follicular papulo- 
pustular syphilid. Arch Dermatol 100:471-473, 
1969. 

9. Van Dersarb JV: Granulomatous secondary 
syphilis. Bull Assoc Milit Dermatol 19:25-27, 
1971. 

10. Sing R, Kaur D, Parameswaran M: Sarcoi- 
dal reaction of the skin in syphilis. Br J Vener 
Dis 47:209-211, 1971. 

11. Stillians AW: Sarcoid and syphilis. JAMA 
77:1615-1618, 1921. 

12. Frazier CN, Ch’uan-k’uei H: Isolation of 
treponema pallidum from a subcutaneous sar- 
coid. Proc Soc Exp Biol Med 30:898-901, 1933. 

13. Berstein ET, Leider M: Cutaneous sarcoi- 
dosis as an expression of syphilis. J Invest Der- 
matol 15:75-79, 1950. 


Neurotic Excoriations 


To the Editor.—I received a letter 
from a patient with neurotic excoria- 
tions, asking for a prescription refill. 
She is 75 years old, retired, and was 
one of the first members of her sex to 
become an architect in this country. 

The insight and clarity with which 
she described her problem was most 
striking, and I now quote her: 

I believe the habit comes from the state 
of worry, apprehension and tension, in 
which cireumstances have placed me. The 
sincere wish that I were not here encum- 
bering the earth, now that my years cf 
usefulness are over, also colors an impulse 
toward self destruction which perhaps un- 
consciously expresses itself in this way. 

Our texts do not express it better, 
if as well. 

HENRY R. Corwin, MD 
Norwalk, Conn 


Methylene Blue and Light Therapy 
for Herpes Simplex 


To the Editor.—Photodynamic inae- 
tivation of herpesvirus by methylene 
blue was demonstrated in our labora- 
tory. About 70% of freshly isolated 
strains of herpesvirus was found to be 
highly photosensitive after appli- 
cation of methylene blue at concen- 
tration of 10-°M. Strains resistant to 
methylene blue were also resistant to 
neutral red, but were sensitive to 
proflavine, and vice versa. 

Our initial clinical trial on patients 
with recurrent genital herpes indi- 
cated that about 70% of 36 individuals 
treated with methylene blue and light 
improved: symptoms subsided in 48 
hours, and the duration of the illness 
shortened appreciably. However, the 
relapse rate was not substantially re- 
duced. 
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Treatment consisted of application 
of 0.1% methylene blue and, 20 min- 
utes later, exposure to either fluores- 
cent light at a close distance or to 
sunlight whenever possible. The lat- 
ter gave a better result. Treatment 
was carried out at home by the pa- 
tient. This made treatment possible 
at the earliest stage of the disease 
when response was the best. Early 
treatment could abort the develop- 
ment of vesiculation and stop the dis- 
ease at the erythematous stage. 

TE-WEN CHANG, MD 
NICHOLAS FIUMARA, MD 
Louis WEINSTEIN, MD 
Boston 


Krinkle Finger Syndrome 


To the Editor.—I have recently en- 
countered an unusual reaction to 
treatment with betamethasone ben- 
zoate gel (Benisone Gel) that may be 
worth noting. 

A 29-year-old package dealer had a 
dermatitis of the right hand that ap- 
peared as small, discrete vesicles on 
the sides of the fingers and the dorsal 
surfaces, but spared the palmar as- 
pect (Figure). The eruption occurred 





two days after the patient had 
worked in the garden pulling up 
weeds with the affected hand. 

Past history disclosed that 15 years 
ago, after working on his mother's 
lawn, the patient had developed a ve- 
sieular eruption over the hands and 
face. He notes itching and conjuncti- 
vitis when cutting grass at present, 
but no dermatitis. Until five years 
ago, he took pills during August for 
hay fever. 

Believing that this was a probable 
contact dermatitis, I prescribed a 
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.025% betamethasone benzoate gel 
preparation to be used six times daily, 
with 4 mg of chlorpheniramine 
(Chlortrimeton) to be applied every 
six hours. - 

After two days of this program, the 
patient felt symptomatically much 
improved. Appearance of new vesicles 
ceased, but his hand felt dry. He con- 
tinued to use the gel six times a day. 
Kleven days later, examination of the 
hand disclosed a remarkable finding, 
namely, a krinkled type of macerated 
skin such as is seen in immersion syn- 
dromes. The underlying skin was 
pink. There was no vesiculation. The 
patient was pleased, but noted that 
the hand felt “tight” and slightly ten- 
der. It was as if the gel had sealed 
moisture in the hand, as is seen with 
the current-day fad of occlusive ther- 
apy with plastic wrapping. 

We stopped the use of the gel and 
started treatment with .05% fluoran- 
drenolide cream applied four times a 
day, which abated the dry, tight sen- 
sation. The maceration “krinkling” 
reaction decreased. The patient com- 
plained of dryness especially in the 
webs, which showed a fine branny 
scaling. Petrolatum was added to his 
regimen. He made a rapid recovery to 
an “eczema craquele” type of skin 
and finally to mild scaling erythema. 

I thought that the probable mecha- 
nism of the eruption was the drying 
of the gel that sealed a hyperhidrotic 
palm in a patient with mild xerosis 
type. The clinical picture was dra- 
matic but did not bother the patient 
who was amused by my consternation 
and the notoriety his dermatitis pro- 
duced. 

HOWARD S. YAFFEE, MD 
Cambridge, Mass 


Presumed Generalized Exfoliative 
Dermatitis to Lidocaine 


To the Editor.—Since its introduc- 
tion in 1948, lidocaine hydrochloride, 
an acetanilide derivative, has become 
a widely used local anesthetic because 
of the rarity of toxic effects. Only 11 
cases of presumed hypersensitivity 
reactions, such as urticaria, anaphy- 
lactoid reactions, and convulsions 
have been published. We report a pa- 
tient with generalized papulovesicu- 
lar lesions leading to exfoliative der- 
matitis. 

Report of a Case.—A 21-year-old man 
was referred because of generalized papu- 
lovesicular eruption. He had no history of 


previous skin disease or allergy. A pheno- 
barbital-belladonna mixture and thiamine 
hydrochloride capsules were the drugs he 
received orally recently. He had for the 
first time 2% lidocaine hydrechloride with 
epinephrine, 1:50,000, injections as a dental 
anesthetic the previous month. 

Three days after the second injection, he 
developed a papular pruritic eruption on 
his arms. A flare-up occurred one day after 
the third injection. This eruption became 
generalized the following week, but spared 
the palms and soles. He had a blood eosino- 
philia of 21%. Because of maiaise and this 
dermatitis he was hospitalized and treated 
with topieally applied and systemically 
administered corticosteroids and anti- 
histamines. His skin cleared. Despite the 
order not to give any drugs, he received 
another lidocaine hydrochloride injection 
for dental anesthesia. Eight hours later, he 
developed periorbital edema and a papu- 
lovesieular rash on his arms similar to the 
rash he developed in the first episode. At 
that time, he was still under systemic cor- 
ticosteroid treatment. The dermatitis 
spread to his legs the following day, but 
did not lead to generalized exfoliation. 

Skin tests were performed as follows: (1) 
Patch test with 20% lidocaine hydrochloride 
in petrolatum; the results were negative at 
72 and 96 hours after the test. (2) Intrader- 
mal test with 2% lidocaine was negative to 
45 minutes. (3) Epinephrine showed normal 
blanching only. (4) Sterile physiologic sa- 
line was negative. (5) Paraben mixture 
(15% in petrolatum) was negative at 72 and 
96 hours. However, eight hours after intra- 
dermal and patch testing, a papular prurit- 
ic rash appeared on his upper extremities 
and shoulders. 

One week later, the phenobarbital-bella- 
donna mixture was given orally; no reac- 
tion was observed. 

Comment.—The inadvertent drug 
challenge test when lidocaine was in- 
jected a fourth time and the flare-up 
noted after intradermal testing (even 
without a visible local reaction) make 
it likely that the exfoliative derma- 
titis was caused by hypersensitivity 
response to lidocaine hydrechloride. 

In this instance, a careful medical 
history, an alert patient historian, in- 
advertent dental drug challenge, and 
the flare-up after skin testing led to 
the presumptive diagnosis. Is it pos- 
sible that other patients exist without 
the cause being suspected because the 
patient and physician did not specifi- 
cally make this relationship? 

HEIDELORE HOFMANN, MD 
Howarp I. MairBACH, MD 
EUGENE Prout, MD 

Davis and San Francisco, Calif 


Letters te the Editor 





*Lidex Cream relieves the wet, itchy lesions and the other 
inflammatory manifestations of all steroid-responsive dermatoses. 
Because the fluocinonide in Lidex Cream is always 100% dissolved. 
the full effectiveness of the steroid is available immediately upon application. 
Result: full potency therapy for wet, steroid-responsive dermatoses. 


CONTRAINDICATIONS: Topical steroids are contraindicated in vac- 
cinia, varicella, end in patients hypersensitive to any components of 
this prepasation 

PRECAUTIONG If irritation develops, discontinue and institute 
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priate anti#tung@ or antibacterial agent. If a favorable response does 
not occur zrorrotly discontinue the corticosteroid until the infection 
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Intreatingexter3ive areas, the possibility exists of increased systemic 
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taken. In oregnant females, the safe use of topical steroids has not 
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been established. Therefore, they should not be used extensively in 
these patients, in large amounts or tor prolonged time periods. 

Not for ophthalmic use. 

ADVERSE REACTIONS: Local adverse reactions reported with topi- 
cal steroids: burning, itching, irritation, dryness, secondary infec- 
tion, folliculitis, acneform eruptions, hypopigmentation, striae, skin 
atrophy. 

HOW SUPPLIED: LIDEX 0.05% Cream — 15g., 30g. and 60g. tubes. 
LIDEX 0.05% Ointment — 15g., 30g. and 60g. tubes. 


| SYNTEX Syntex Laboratories, Inc. 
J Palo Alto. California 94304 
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Ten years...painfully 
afflicted with psoriasis 


Patient seen with a previous history of 
psoriasis, for which he had used numerous 
topical medications with varying success. 
When seen again after a prolonged absence, 
eruption was severe on scalp, hairline, 
elbows, and on shoulders and back. 
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Fireman, Mr. S. B., victim of psoriasis for 10 zears 
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Striking reduction of erythema and 
scaling after treatment with VALISONE 
Cream b.i.d. for 22 days 


Patient was instructed toapply VALISONE Cream 0.1% 
to lesions twice daily without occlusive dressings. When seen 
22 days later, there was striking improvement, with plaques 


E showing less erythema and scaling. Patient was instructed 
po to continue therapy with VALISONE Cream twice daily 
EL. without occlusion. 

pags P *Case history and photographs in Files of Headquarters 

pe Medical Research Division, Schering Corporation. 
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comes in all forms 
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betamethasone valerate, NF 


Cream 0.1%/Ointment 0.1%/Lotion 0.1%/Aerosol 0.15%/ Reduced Strength Cream 0.01% 


Clinical Considerations: Indications: VALISONE Cream and Ointment are indicated for relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. VALISONE Reduced Strength Cream is indicated, solely, for the relief of the inflammatory manifes- 
tations of psoriasis. VALISONE Lotion is indicated only in the topical management of seborrheic dermatitis of the scalp. VALISONE Aerosol 
is indicated, solely, for adjunctive topical management to relieve the inflammatory manifestations of acute contact dermatitis. Contrain- 
dications: Topical steroids are contraindicated in tuberculosis of the skin and some viral diseases of the skin (varicella and vaccinia). 
Topical steroids are also contraindicated in those patients with a history of hypersensitivity to any of the components of the preparations. 
VALISONE Aerosol is contraindicated for use under occlusive dressings. Warnings: Keep the spray of VALISONE Aerosol awav from eyes 
and other mucous membranes; avoid inhaling. Avoid freezing of the tissue by not spraying for more than 3 seconds, at a distance not less 
than 6 inches. Contents are under pressure. Do not puncture. Do not store or use near open flame or heat. Do not expose to temperatures 
above 120° F. Keep out of reach of children. Never throw container into fire or incinerator. Precautions: If irritation or sensitization 
develops with the use of VALISONE products, treatment should be discontinued and appropriate therapy instituted. In the presence of 
infection, the use of an appropriate antifungal or antibacterial should be instituted. If favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infection has been adequately controlled. If extensive areas are treated, or if the occlusive 
technique is used, the possibility exists of sufficient systemic absorption to produce adrenal suppression and systemic corticosteroid 
effects may occur; suitable precautions should be taken. In a few cases, ulceration has been reported with the use of topical steroids for 
skin conditions involved with impaired circulation (i.e., stasis dermatitis). Usage in Women of Childbearing Age: The use of any drug during 
pregnancy and the lactation period or in women of childbearing age requires that the potential benefits of the drug be weighed against the 
possible hazards to the fetus or infant. Topical corticosteroids have not been reported to have an adverse effect on the fetus, butthe safety 
of their use in pregnant patients has not been definitely established. They should not be used extensively or for prolonged pericds of time 
in pregnant patients, unless the condition requiring treatment warrants the risk. VALISONE products are not for ophthalmic use. Adverse 
Reactions: The following adverse reactions have been reported with topical corticosteroids: burning, itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, and hypopigmentation. The following may occur more frequently with occlusive dressings than without 
such therapy: maceration of the skin, secondary infection, atrophy of the skin or subcutaneous tissues, striae, miliaria. Dosage and Admin- 
istration: VALISONE Cream, Ointment, and Reduced Strength Cream are applied as a thin film over the affected skin areas one to three 
times a day. Clinical studies of VALISONE have indicated that dosage once or twice a day is often feasible and effective. VALISONE 
Reduced Strength Cream has an aqueous, hydrophilic base that softens and moisturizes the skin. Although occlusive dressings are re- 
quired infrequently, they may enhance therapeutic efficacy in certain refractory lesions of psoriasis and other dermatoses that are 
difficult to treat. Apply a few drops of VALISONE Lotion to the affected area of the scalp and massage lightly until it disappears. Apply 
twice daily, in the morning and at night. Dosage may be increased in stubborn cases; following improvement, apply once daily. Apply 
VALISONE Aerosol three to four times a day. The container may be held upright or inverted during use. The spray should be directed 
onto the affected area from a distance of approximately 6 inches and applied for only 3 seconds. For more complete details, consult pack- 
age insert or Schering literature available from your Schering Representative or Professional Services Department, Schering Corporation, 
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The Society Proceedings are edited by Dr. Morris Waisman, 806 First Federal Bldg, 220 Madison 
St, Tampa, FL 33602. Transactions and photographs should be sent, in duplicate, directly to him. 


CHICAGO DE3MATOLOGICAL SOCIETY 
November 19, 1973 


David F. Fretzn, MD, Recorder 


Pseudoxanthoma . Elasticum in Hyper- 
phosph:tasia.— Presented by ANA M. ENG, 
MD | 


A 12-year-cld girl had asymptomatic 
erythematous macules of six weeks’ dura- 
tion, on the sides of her neck, antecubital 
fossae, and taighs. Some of the lesions 
faded afier a few weeks, while others be- 
came more papular and firm. She was ad- 
mitted te the :ospital for a work-up of her 
congenital systemic bone dysplasia, pre- 
viously diagnesed as hyperphosphatasia. 
Her problem ef decreased hearing started 
after a post-onsillectomy “measles epi- 
sode” at the age of 3 years. At the age of 
10 years. she was noted to have numerous 
loose teeth, enlargement of the knees and 
fingers and perceptive deafness. 

Her grandmother has diabetes mellitus 
requiring insulin therapy. Her mother is 34 
years old, deaf, edentulous since age 17, 
and alsc has bony deformities of all the 
joints. The mother's condition was diag- 
nosed as hyperphosphatasia on the basis of 
a high serum alkaline phosphatase level, 
760 units (normal for adults, 30 to 80 
units— Besser--Lowry- Brock Method); 
urine calcium value of 19.3 mg/24 hours 
(normal 55 to 400 mg/24 hours); urine 
phosphate va:ue of 0.4 gm/24 hours (nor- 
mal 0.34 to 1.5 gm/24 hours); and urine hy- 
droxyproline value of 286 mg/24 hours 
(normal 25 to 77 mg/24 hours). A bone sur- 
vey showed hat the patient had diffuse 
eortieal thie:ening of her extremities, 
skull, shoulders, and spine. 

Physieal examination demonstrated yel- 
lowish papules on the lateral aspect of the 
neck, antecubital fossae, both groins, and 
popliteal fossae (Fig 1). The teeth are ab- 
normally placed and rotated, with loose 
teeth ir the "ront. She has a slight pectus 
excavatum aad marked pes planus. There 
is thickening of the distal and middle in- 
terphalangeal joints of both hands, but the 
joints are net hyperextensible. Her total 
alkaline phosphatase level was 1,470 units, 
96% ske etal origin and 4% heat-stable (the 
average normal value for a 13-year-old is 
290 units). 

Norma] vaiues were found for complete 
blood cell count, urinalysis, blood urea ni- 
trogen, gluccse, uric acid, cholesterol, total 
albumin, bibrubin, lactic dehydrogenase, 
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serum glutamic oxaloacetic transaminase, 
and acid phosphatase. The lupus ery- 
thematosus preparation, antinuclear anti- 
body titer, rheumatoid factor, and VDRL 
test for syphilis were negative. 

A biopsy specimen of the skin lesion 
showed the epidermis and papillary dermis 
to be normal. In the middermis, there are 
calcium deposits about collagen and elastic 
fibers (Fig 2). 


Discussion 


Dr. Jonn M. Opitz: Genetic evidence in 
this case probably indicated a dominantly 
inherited condition. Hyperostosis corticalis 
deformans (also known as infantile hyper- 
phosphatasia and hyperphosphatasemia 
congenita)—- which includes premature 
shedding of teeth, shortness of stature, rel- 
atively large head, blue sclerae, short neck, 
pigeon chest deformity, "tight skin," and 
angioid streaks of the retina—is said to be 
recessively inherited (Bull Hosp Joint Dis 
33:81, 1972). It is a generalized skeletal 
dysplasia in which the patient has massive, 
irregular thickening and sclerosis of the 
cranial vault and base; cortical thickening, 
bowing, and widening of the tubular 
bones, sparing the ends; and elevation of 
serum alkaline phosphatase level. Multiple 
fractures may occur, and there may be 
hearing loss and severe bodily deformity. 
Reports available to me do not mention a 
specific type of skin lesion; however, I am 
not surprised at the presence of these le- 
sions in view of the patient's chemical 
disturbances. Hyperphosphatasemia con- 
genita may be a genetically heterogenous 
entity, with recessive and dominant forms 
showing similar manifestations. The only 
other explanation would postulate that the 
affected mother is a homozygote and that 
she is married (? consanguineously) to a 
heterozygote; this hypothesis impresses 
me as less likely than the hypothesis of 
autosomal dominant inheritance. 

A similar entity called hyperostosis cor- 
ticalis generalisata (or hyperphospha- 
tasemia tarda)— which involves craniotu- 
bular hyperostosis, elevation of the serum 
alkaline phosphatase level, cranial nerve 
compression, palsies, and hearing loss—is 
also said to be recessively inherited, al- 
though one family with autosomal domi- 
nant transmission has been described. In 
that family the roentgenographic changes 
were similar but more extensive than those 
in patients with recessive van Buchem's 
disease; however, the alkaline phosphatase 





level was normal in the affected members 
who were tested. 

Dr. Exc: Hyperphosphatasia is a rare, 
generalized bone disease characterized by 
a substantial increase of serum alkaline 
phosphatase and urinary hydroxyproline 
excretion. Histologically and  radio- 


graphically, the bones resemble those af- 
fected by Paget disease, with deformity 
and pain. Both the mother and daughter 
have the disease. There is no consanguin- 
ity between the mother and the father. On 





Fig 1.—Discrete papules of calcinosis 
cutis on antecubital fossa in hyper- 
phosphatasia. 


Fig 2.—Calcium deposits on dermal col- 
lagen. 
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initial examination, the skin lesions resem- 
bled those of pseudoxanthoma elasticum 
because they were yellowish, papular, and 
distributed on the flexural surfaces. The 
histopathologic findings, however, did not 
resemble the typical wooly “elastic fibers” 
of pseudoxanthoma elasticum. Instead, cal- 
cium deposits are present in the baso- 
philic collagenous matrix. Another inter- 
esting finding was the transient nature of 
calcium deposition in the skin. Without 
treatment, some of the papular lesions dis- 
appeared and left depressed scars. 

A biopsy was also performed on the 
papular lesions on the neck of the mother, 
and the findings show the typical, wooly 
“elastic fibers” of pseudoxanthoma elasti- 
cum. Since the mother showed evidence of 
pseudoxanthoma elasticum with the same 
rare bone disease, I conclude that we are 
seeing a very early case of pseudoxan- 
thoma elasticum in the daughter. 

The electron-microscopical findings in 
this case suggest an altered collagen 
matrix as the initial event. The underlying 
cause of hyperphosphatasia could be an ab- 
normality of collagen metabolism occur- 
ring both in skin and the bones, as evi- 
denced by high urine hydroxyproline level, 
high turnover of collagen, and high alka- 
line phosphatase level. 

Question: How is the patient going to be 
treated? 

Dr. Enc: We would like to do further 
metabolic studies and then may first treat 
the mother with mithramycin, a cytotoxic 
antibiotic with activity against osteoclasts. 

Question: What is the cause of deafness 
in the father and child? 

Dr. ENG: The deafness of the father is 
congenital, and he does not have the dis- 
ease. The child’s deafness is perceptive and 
probably related to hyperostosis of the 
small bones of the ear. 


Focal Dermal Hiypoplasia (Goltz's Syn- 
drome).—Presented by LAWRENCE M. 
SOLOMON, MD, Innar Borar, MD. 


A 16-year-old girl was noted at birth to 
have multiple congenital anomalies and 
was institutionalized. She is mentally re- 
tarded and has seizures and microsomia. 
Investigation of the family history carried 
back for four generations showed no evi- 
dence of a similar disorder. No mis- 
carriages were reported. The mother had a 
tonsillectomy at eight weeks’ gestation. 
The patient had removal of papillomas 
from her lower lip in 1969. 

The patient has exophthalmos with mi- 
crophthalmos and microcorneas, plus ma- 
ture cataracts. Her chest is asymmetric 
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Fig 3.—Atrophic skin lesions of focal 
dermal hypoplasia. 


and small and shows kyphoscoliosis. There 
is aplasia of the right hand and forearm, 
with only three deformed fingers present 
(thumb and syndactylic second and third 
fingers). The left forearm is aplastic, the 
left hand is absent; there is aplasia of the 
right lower extremity—an absent foot with 
only the great toe present. The skin shows 
a yellow-brown pigmentation, with at- 
rophy of the upper extremities (Fig 3) and 
reticular hypoplasia of the skin of the 
lower extremities, face, chest, and neck. 
Angiolipomatous hamartomas of the right 
leg are present. There is hypertrophy of 
the lower gingiva and a papillomatous 
mass of the buccal mucosa. 

An intravenous pyelogram of the left 
kidney showed ureteral and renal malfor- 
mation but good function. There was 
agenesis of the right kidney. 

X-ray films of the mastoid area showed 
triangular areas of destruction or deossifi- 
cation, with a poorly developed left mas- 
toid. Results of chromosome studies 
showed 46 chromosomes, a modal number 
but normal karyotype. A skin biopsy speci- 
men of a lesion showed reduction in dermal 
thickness and herniation of subcutaneous 
fat through the subpapillary layer (Fig 4). 


Discussion 


DR. OPrrz: This is the classic prototype 
of Goltz syndrome, an entity that has been 
reported to occur only in female patients. 
Like the oral-facial-digital syndrome, in- 
continentia pigmenti, and possibly the Ai- 
cardi syndrome, Goltz syndrome is thought 
to be due to an X-linked mutation that is 
lethal in hemizygotes (ie, affected males) 
and is then transmitted only from affected 
mothers to daughters in those entities that 
permit reproduction (ie, the oral-facial- 


Fig 4.—Dermal atrophy with herniation 
of subcutaneous fat to the papillary dermis 
(hematoxylin-eosin). 


digital syndrome type 1 and incontinentia 
pigmenti); where reproduction is pre- 
cluded, as in the Goltz and presumably also 
in the Aicardi syndrome, the sporadic 
cases (involving females) al! represent new 
mutations. In cases of incontinentia pig- 
menti and at least one family with the 
oral-facial-digital syndrome type 1, the 
segregation pattern to be expected with 
this form of inheritance has been ob- 
served: ie, affected mothers have offspring 
in a ratio of one affected daughter, one 
normal daughter, and one normal son; the 
sex ratio is two females to-one male, and 
there is an apparently increased incidence 
of spontaneous abortions that may repre- 
sent the lethally affected male offspring. 
Credit for explaining the inheritance of in- 
continentia pigmenti in this manner for 
the first time should go to Dr. Widukind 
Lenz. F. Vogel has done a formal genetic 
analysis of incontinentia pigmenti and has 
confirmed Lenz's hypothesis. 

Dr. SoLoMoN: This case represents a 
rather complete form of the syndrome. The 
ocular manifestations and microphthalmia, 
the extensive cutaneous malformations in- 
cluding the extrusion of fat through the 
thin dermis, the papillary lesions around 
the lips and the anus, the bony malforma- 
tions, and the renal malformations are all 
present. She has one functioning kidney, 
with a hydroureter on that side. She is not 
quite as mentally retarded as she appears 
to be. 
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Soft as a Fleecy Cloud. 





Sodium Sulfacetamide 1096, 


SULFACET- 


Hydrocortisone Alcohol 1296, Sulfur Colloid 5%. 





Drying without Irritation. 


SULFACET-HC*— unsurpassed anti-microbial and anti-seborrheic acne lotion. 


DESCRIPTION (As Dispensed) 

Hydrocortisone 0.5%W/V 
Sodium Sulfacetamide 10.0%W/V 
Sulfur Colloid 5.0%W/V 


in a water-washable lotien containing purified water, zinc 
oxide, talcum, propylene glycol, titanium dioxide, natural 
clays, fatty acic amide, iron oxides, ethoxylated esters, 
natural and synthetic gums, organic salts, sodium chlor- 
ide and bisulfite. sequestrant, butyl and methyl parabens 
and 2-Bromo-2-r:troprogan-1,3-diol. ] 
ACTIONS — Keratolytic, peeling, drying and antisebor- 
rheic action. 

INDICATIONS — Acne vulgaris, acne rosacea and sebor- 
rheic dermatitis 

CONTRAINDICATIONS — Topical steroids are contra- 
indicated in viral diseases of the skin such as varicella 
and vaccinia. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity to any 
of the components of the preparation. This preparation 
is not for ophthalmic use. Topical steroids should not be 
used when circulation is markedly impaired or in patients 
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with kidney disease or those who have previously exhib- 
ited sensitivity to sulfonamides. 
WARNINGS — USAGE IN PREGNANCY: Although 
topical steroids have not been reported to have an ad- 
verse effect on the fetus, the safety of their use in 
pregnant females has not been absolutely established. 
Therefore, they should not be used extensively on preg- 
nant patients or in large amounts or for prolonged 
periods of time. 

PRECAUTIONS — For External Use Only. Keep Away 
From Eyes. Sensitivity to sulfacetamide may occur. Cau- 
tion and careful supervision should be observed when 
prescribing these drugs for patients who may be prone 
to hypersensitivity to topical sulfonamides, particularly 
if areas of denuded or abraded skin are involved. If 
irritation develops, the product should be discontinued 
and appropriate therapy instituted. In the presence of 
an infection, the use of the appropriate antifungal or 
antibacterial agents should be instituted. If a favorable 
response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been ade- 
quately controlled. If extensive areas are treated or if 


the occlusive technique is used, the possibility exists 
of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken. 

ADVERSE REACTIONS — The following local adverse 
reactions have been reported with topical corticosteroids, 
either with or without occlusive dressings: burning sen- 
sations, itching, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, hypertrichosis, acneform 
eruption and hypopigmentation. Hypersensitivity to the 
sulfonamides indicated by previous toxic reaction such 
as agranulocytosis, acute hemolytic anemia, purpura 
hemorrhagica, drug fever, jaundice or contact dermatitis. 
DOSAGE AND ADMINISTRATION — Apply a small 
quantity to the affected areas two to three times daily. 
The skin should be thoroughly cleansed and applications 
blended in with light massaging. Consult physician for 
advice on diet and other factors in control of acne. 
HOW SUPPLIED — Lotion, bottles, 1 oz. and 2 02. as 
dispensed. 

CAUTION — U.S. Federal law prohibits dispensing with- 
out prescription, 
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It’s plain to see that you need more than PRECAUTIONS _ "i ici | 
b - Lis e May prove irritating to sensitized skin in rare cases. If this occurs, 
an ordinary topical steroid to clear a discontinue therapy. May stain. | 
el “ss . . . If used under occlusive dressings or for a prolonged period, watch 
dermatitis infected with fungi or bacteria. for signs of pituitary-adrenal axis suppression. 
T p NV . . May interfere with thyroid function tests. Wait at least one month 
V ioform-H ydrocortisone, with Its four- after discontinuance of therapy before performing these tests. The 
. i " . ferric chloride test for phenylketonuria (PKU) can yield a false- 
way action, provides the kind of comprehen- positive result if Vioform is present in the diaper or urine. | 
. ; rolonged use may result in overgrowth of nonsusceptible organisms 
sive therapy many common dermatoses* requiring appropriate therapy. ~ TA a 


< ADVERSE REACTIONS 
require. Few Naa 7 include: Hypersensitivity, local burning, irritation, 
&Thi : : TE pruritus. Discontinue if untoward reaction occurs. Rarely, topical 
ius E rose IBI infcrmmongne, EO AR POP then Ns corticosteroids may cause striae at site of application when used 
4 i for long periods in intertriginous areas. 


; e , s DOSAGE 
Vioform-Hydrocortisone : Apply a thin layer to affected areas 3 or 4 times daily. 
HOW SUPPLIED 
(iodochlorhydroxyquin and hydrocortisone) Cream, 3% iodochlorhydroxyquin and 1% hydrocortisone in a 
water-washable base containing stearyl alcohol, cetyl alcohol, 
INDICATIONS stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 
Based on a review of this drug by the National Academy of water; tubes of 5 and 20 Gm. Ointment, 3% iodochlorhycroxyquin 
Sciences-National Research Council and/or other information, and 196 hydrocortisone in a petrolatum base; tubes of 5 and 20 Gm. 
FDA has classified the indications as follows: Lotion, 3% iodochlorhydroxyquin and 1% hydrocortisone in a water- 
"Possibly" effective: Contact or atopic dermatitis; impetigi- washable base containing stearic acid, cetyl alcohol, lanolin, pro- 
nized eczema; nummular eczema; infantile eczema; endog- pylene glycol, sorbitan trioleate, polysorbate 60, triethanolamine, 
enous chronic infectious dermatitis; stasis dermatitis; methylparaben, propylparaben, and perfume Flora in water; plastic 
pyoderma; mucha! eczema and chronic eczematoid otitis squeeze bottles of 15 ml. Mild Cream, 3% iodochlorhydroxyquin 
externa; acne urticata; localized or disseminated neuro- and 0.595 hydrocortisone in a water-washable base containing 
dermatitis; lichen simplex chronicus; anogenital pruritus stearyl alcohol, cetyl alcohol, stearic acid, petrolatum, sodium 
(vulvae, scroti, ani); folliculitis; bacterial dermatoses; my- lauryl sulfate, and glycerin in water; tubes of ¥2 and 1 ounce. Mild 
cotic dermatoses such as tinea (capitis, cruris, corporis, Ointment, 3% iodochlorhydroxyquin and 0.5% hydrocortisone in a 
pedis); moniliasis; intertrigo. } petrolatum base; tubes of Y2 and 1 ounce. 
Final classification of the less-than-effective indications Consult complete product literature before prescribing. 


requires further investigation. 





CIBA Pharmaceutical Company | 

Division of CIBA-GEIGY Corporation 

CONTRAINDICATIONS Summit, New Jersey 07901 2/4932 17 
Hypersensitivity to Vioform-Hydrocortisone, or any of its ingredients 

or related compounds; lesions of the eye; tuberculosis of the skin; 

most Man skirmlesionms (including herpes simplex, vaccinia, and 

Varicella). 


WARNINGS ® 
This product is not for ophthalmic use. 

In the presence of systemic infections, appropriate systemic anti- mu 
biotics should 5e used. 


Usage in Pregnancy 
Although topical steroids have not been re- 
ported to have an adverse effect on preg- 


nancy, the safety of their use in pregnant fe- 
males has not been established. Therefore, 
they should nct be used extensively on preg- 
nant patients in large amounts or for pro- 
longed periods-of time. 
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water-dispersible 
Emollient Tar 


For temporary relief 
of scaling and itching 
due to psoriasis and 
minor skin irritations 
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Books 


Epicutantestung: F-nführung in die Praxis, by 
Hans-Jürgen Banemann and Sigfrid Fregert, 
$5.00 (DM 12.80), DO pp, with 4 illus, Springer- 
Verlag, 1973. 


Representing the International 
Contact Dermatitis Research Group, 
Bandmann and Fregert publish a 
clinical pocketbook of 100 pages en- 
titled Pateh Testing: Introduction to 
its Uses. 

This presentation deals with the 
specifics of the patch testing method 
for the demorstration of contact al- 
lergy and phcto-contact allergy. An 
extensive table lists all the commer- 
cially available test substances and 
gives their respective concentrations, 
vehicles, quantities, and types of 
packaging together with their Eu- 
ropean and American supply sources. 

This clearly printed and arranged 
pocketbook edition, accompanied by a 


News and Notes 


Dermatologist for Chief of VA Sec- 
tion.-The University of California, 
San Francisco. seeks a board-certified 
or qualified dermatologist with two to 
three years experience in teaching 
and in basic research in electron mi- 
croscopy, biocaemistry, and virology. 
The applicant must be eligible for a 
California license. Rank and salary 
will be dependent on academic qual- 
ifications. Send application letter and 
curriculum vitae to William Epstein, 
MD, Chairman, Department of Der- 
matology, UCSF, San Francisco, CA 
94143. The University of California 
is an Equal Cpportunity Affirmative 
Action Employer. 


Teaching Conference on Immuno- 
dermatology Flus Workshop on Auto- 
immunity in Psoriasis.-A three-day 
course on imrrunodermatology will be 
given in Bufalo from May 19-21, 
19775. This course will be sponsored by 
the Department of Microbiology of 
the State University of New York at 
Buffalo Medi-al School and will be 
given in cooperation with the Task 
Force for Immunodermatology of the 
National Proeram for Dermatology 
and the International Society for Im- 
munodermatclogy. Its object will be 
to review principles and uses of clini- 
cal immunology in studies of certain 
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good index for quick orientation, is a 
welcome and necessary guide for the 
German dermatologist and industrial 
physician. A similar condensed En- 
glish text on all phases and details of 
pateh testing, offered as a separate 
publication, would be extremely use- 
ful and should be made available. 
ALFRED HOLLANDER, MD 
Springfield, Mass 


Urticaria, by Robert P. Warin, MD, FRCP, and 
Robert H. Champion, MA, MB, FRCP. 173 pp, 
$13.50, WB Saunders Co, 1974. 


First of a promised series of de- 
tailed monographs on major problems 
in dermatology, this small book has 
excellent to poor features. Chapters 
on the historical background, heredi- 
tary angioedema, and the physical ur- 
ticarias are superb and worth the 
price of the book. Half of the photo- 
graphs are of poor quality, failing to 
display the morphologie findings 
clearly, but hives and erythema are 
notoriously diffieult to film. Lumping 


skin diseases. It is intended for indi- 
viduals interested in dermatopathol- 
ogy and clinical immunology. At the 
end of the course on immunoderma- 
tology, a workshop on autoimmunity 
in psoriasis and related diseases will 
be held with invited participants. For 
further details on this course, write to 
Charles Hall, Director, Continuing 
Medical Education, State University 
of New York/B School of Medicine, 
2211 Main St, Buffalo, NY 14214. 


Slide Review: Materials for Instruc- 
tion.—The Foundation for Teaching 
Aids at Low Cost (TALC) is a self- 
supporting, non-profit-making orga- 
nization representing a teaching ac- 
tivity of the Institute of Child Health 
of the University of London, En- 
gland. One of its functions is to pro- 
vide sets (24 slides each) of colored 
slides (2x2-inch size) covering vari- 
ous aspects of child health, as seen in 
both the United Kingdom as well as 
in other countries. Each set includes a 
script which describes each slide and 
may include a series of questions and 
answers. Several sets would be of in- 
terest to dermatologists (Clinical Ge- 
netics, Leprosy, Common Skin Dis- 
eases of Children in the Tropics). 
Included for this review was Skin 


acute and chronic urticaria together, 
the chapters on cause and clinical fea- 
tures are chock full of information, 
but their organization does not help- 
fully guide the practitioner toward 
making the diagnosis in his patient 
with hives. Choice of drug, dose, and 
timing highlight the chapter on treat- 
ment, being the best discussion on an- 
tihistamine therapy of hives in print. 
The book is best for giving a com- 
prehensive (but incomplete) litera- 
ture review and presenting the au- 
thors large and long experience in 
managing patients with urticaria. 
Anyone writing a paper on hives, 
residents in training, and those phy- 
sicians interested in urticaria will be 
rewarded by reading this book. The 
busy practitioner will find it less valu- 
able. It is no "how to find the cause of 
hives" book unless you are dealing 
with a physical urticaria—what a 
great chapter! 
WILLIAM A. AKERS, MD 
Presidio of San Francisco 


Diseases in Children in Temperate 
Climates prepared by Dr. Alan 
Shrank, dermatologist to the Royal 
Salop Infirmary, England. Dr. Shrank 
has put together a set of colored 
slides of high quality and an inter- 
esting script primarily directed to the 
general practitioner. Pictured are dis- 
eases such as diaper dermatitis, atop- 
ic eczema, cutaneous viral, bacterial, 
yeast, and fungal infections, scabies, 
pediculosis, acne, granuloma annulare, 
pityriasis rosea, psoriasis and nevi. 
One might argue with some of the 
therapies suggested and with the im- 
plication that these skin conditions 
differ when seen in children living in 
tropical climates, but the quality of 
the photographs and the clear, suc- 
cinct nature of the script largely 
overrides these minor objections. If 
the other colored slide sets related to 
dermatology mentioned above are of 
equally good quality, these sets can be 
recommended to dermatologists, and 
especially dermatology residents, to 
add to their collection. The low cost of 
$3.28 per self-mounting set, $4.22 for 
pre-mounted sets, and $4.92 for sets 
in plastic folders, is a bargain. A 
small brochure with order forms can 
be obtained by writing TALC, Insti- 
tute of Child Health, 30 Guilford St, 
London WCIN 1EH, UK. 
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DERMATOPHYTES IN HUMAN SKIN, HAIR AND 
NAILS by James T. Sinski, Univ. of Arizona, Tucson. 
Photographs by Kurt C. Kamps. Students of medical 
mycology are often hampered because of the lack of skin, 
nail and hair specimens from human beings who are 
infected by fungi. A solution to this problem of a lack of 
actual clinical materials is to have a series of photomicro- 
graphs. Though photographs of fungi in human specimens 
are found in most textbooks, they tend to show only the 
typical morphology. This photographic essay is concerned 
with the typical as well as the atypical morphology of fungi 
in human skin, nails and hair, with emphasis being placed 
on the differentiation of causal organisms as they are seen 
in clinical materials. The depiction of a number of artifacts 
seen during these examinations is also included since these 
may be confused with fungal elements. This book is an aid 
for dermatologists, medical technologists, microbiology 
students and laboratory administrators who are concerned 
with the microscopic examination of human skin, hair and 
nails for possible dermatophyte infection. 774, 64 pp. (6 
3/4 x 9 3/4), 35 il., $7.95 


CRYOSURGERY OF TUMORS OF THE SKIN AND 
ORAL CAVITY by Setrag A. Zacarian, Boston Univ. 
School of Medicine, Boston. Forewords by John G. Bellows 
and Ervin Epstein. The principal part of this book stems 
from eighteen years of cryotherapy in the treatment of 
cutaneous disorders and over eight years experience in 
cryosurgery of 1,720 malignant tumors of the skin in 920 
patients. Clinical data includes the types of cancer, loca- 
tion, methodology of freezing, instrumentation, critical 
areas where failure rate appears to be higher and the careful 
follow-up of patients. Preliminary clinical reports of cryo- 
therapy of keloids, acne and acne scars have been touched 
upon. The clinician will appreciate the valuable, simple and 
effective cryosurgical approach for the primary eradication 
of cutaneous tumors and malignancies. The patient will find 
most rewarding the absence of keloids and the infrequent 
development of hypertrophic scars and superior wound 
healing. The cancer therapist can lean strongly to cryosur- 
gery for its secondary role, as a significant tool and as 
palliative measure in the advanced malignancies. 75, 312 
pp. (6 3/4 x 9 3/4), 268 il. (28 in full color), 18 tables, 
$26.75 


TEEN SKIN (2nd Ptg.) by Gordon C. Sauer, Univ. of 
Kansas, Kansas City. Written by a skin specialist, this book 
will answer all the questions about teenage skin problems. 
While Doctor Sauer talks primarily about complexion 
problems (acne), he also discusses the general care of your 
skin and related subjects such as dandruff, oily skin, dry 
skin, care of the hair and nails, and the proper role of 
cosmetics. Several case histories are reported and a definite 
outline of therapy and management of skin problems is 
delineated in 1-2-3 fashion. For those who have often 
wished that they could sit down and talk to a skin specialist 
about general skin problems, this is the next best thing; it 
lets the skin specialist answer questions in an easy-to-read 
booklet. ’73, 80 pp., 12 il., $2.75, paper 
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HAIR TRANSPLANT SURGERY by O'Tar T. Norwood, 
Univ. of Oklahoma Medical School, Oklahoma City. The 
basic technique of hair transplant surgery has changed little 
in the past eighteen years. However, there are a number of 
modifications and refinements that, if properly applied, can 
considerably improve the final result. The procedure is 
described in detail as it is performed by the author, and all 
significant modifications and refinements are discussed. 
Parameters for patient selection are set up and their use 
demonstrated with various patterns and types of alopecia. 
The importance of organizing and planning the entire 
procedure prior to surgery is emphasized. Methods are 
outlined for determining the approximate size, number and 
location of grafts for each patient before surgery. Complica- 
tions and problems are discussed along with methods for 
their prevention and correction. The volume also describes 
the results of a recent survey of dermatologists doing hair 
transplant surgery. This personal, thorough and careful 
assessment of the indications, limitations and value of 
transplant surgery is of interest to dermatologists and 
plastic surgeons. '73, 148 pp. (6 3/4 x 9 3/4), 133 il. (64 in 
full color), 7 tables, $10.50 


THE DIAGNOSIS AND TREATMENT OF FUNGAL IN- 
FECTIONS: A Symposium compiled and ediied by Harry 
M. Robinson, Jr., Univ. of Maryland, Baitimore. (38 
Contributors) Of great value to experienced dermatologists 
and mycologists as well as interns, this material has been 
prepared by professionals in basic sciences and clinical 
medicine, who were carefully selected for their expertise 
and current, well-qualified opinions. Many of these contri- 
butors have participated actively in the original studies 
which made these advances possible. The book contains a 
compilation of chapters presenting thoughts on various 
topics in the research, diagnosis and treatment of fungal 
infections. The contents cover recent developments in 
microbiology, laboratory diagnosis, histopathology, immu- 
nology and recent experimental work. 74, 580 pp., 128 il. 
(18 in full color), 45 tables, $29.50 


LEPROSY: Diagnosis and Management (2nd Ed.) by Harry 
L. Arnold, Jr., Univ. of Hawaii, Honolulu, and Paul Fasal, 
Leprosy Service, U. S. Public Health Service Hospital, San 
Francisco. This short, concise manual on leprosy is primar- 
ily intended for the physician who is not a specialist in 
leprosy but may be faced with the problem of diagnosing 
an occasional case of leprosy and starting actual treatment. 
This book is written for the family physician; the specialist 
in dermatology, internal medicine, pediatrics, neurology, 
orthopedics, or ophthalmology and otolaryngology; the 
public health nurse and other public health professionals; 
the student; and the research worker. The epidemiology of 
the disease is briefly discussed, and common misconcep- 
tions about infectivity and transmissibility of leprosy are 
dispelled. Many photographs depicting lesions of leprosy 
and diseases easily confused with leprosy are included to 
clarify and exemplify matters discussed in the text. 75, 
108 pp., 68 il. (32 in full color), 3 tables, $14.75 
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‘Appraisal of Efficacy of Antidandruff 
Formulations, Albert M. Kligman, M.D., 
Ph.D., Richard R. Marples, B.M., M.Sc., 
M.R.C. Pathol., Larry R. Lantis, M.D., and 
Kenneth-J. McGinley, J. Soc. Cosmet. 
Chem., 25, 73-91 (February 1974). 

*This category included the number of 
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effect, therefore, they total more than 35. 
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Recent studies verify the efficacy of 2.5% selenium 
sulfide shampoos! but the only product available until 
now left something to be desired: cosmetic accept- 
ability.In fact, nearly half the physicians we interviewed 
indicated they didn't use it for that reason. 

So we developed Exsel*And in clinical testing it's 
been proven equally effective and cosmetically supe- 
rior to the other 2.595 selenium sulfide lotion. Asked to 
compare the specific characteristics of the two prod- 
ucts, test subjects responded: 


"Exset lathers better" 


Lathering ability Excellent Good Fair Poor 


Exsel® 8 21 4 2 
Other Lotion 1 19 11 4 


“Exsel smells better" 


Odor Acceptable Undesirable 


Exsel® 23 12 
Other Lotion 15 20 


“Hair feels better” 


Overall appearance and feel of hair after shampooing* 
Acceptable Undesirable 


Exsel? 57 42 
Other Lotion 39 56 








DESCRIPTION: Contains: selenium sulfide 2.5% with: disodium edetate; bentonite; 
sodium linear alkylate sulfonate; alphaolefin sulfonate; glyceryl monoricinoleate; 
silicone; titanium dioxide; citric acid monohydrate; sodium phosphate mono- 
basic, monohydrate; perfume and purified water. INDICATIONS: Selenium 
sulfide is indicated in the treatment of seborrheic dermatitis of the scalp, 
including dandruff. CONTRAINDICATIONS: The product should not be used 
by patients allergic to any of its components. WARNINGS: Safety for use in 
infants has not been established. PRECAUTIONS: 1. Chemical conjunctivitis 
may result if this preparation enters the eyes. 2.The product should be used 
with caution when acute inflammation or exudation is present as an increase 
in absorption may occur ADVERSE REACTIONS: 1. Hair loss has been reported 
with the use of the product. 2. Discoloration of the hair may follow the use of 
selenium sulfide. This can be minimized by careful rinsing of the hair after 
treatment. 3. Oiliness of the hair and scalp may increase following the use of 
this product. ACCIDENTAL ORAL INGESTION: Selenium sulfide is highly toxic if 
ingested. Nausea and vomiting usually occur after oral ingestion. Treatment is to 
induce vomiting or if necessary perform gastric lavage, together with general 
supportive measures as required. Administer a purgative to hasten elimination. 
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ELECTROLYSIS FOR 
PERMANENT HAIR REMOVAL 


Clinical study (copy on request) proves safety and efficacy of laity self-use electrolysis. Study shows chin and 
even axilla can be self-treated effectively through use of mirror. This permanent hair remover features the only 
patented self-correcting needle in existence. Battery operated instrument sterilizes itself when current flows. No- 
puncture safety feature also helps prevent infection. 


Thousands of units sold to physicians for such varied application as removal of inverted eyelashes to cosmetic 
use. 


GENERAL MEDICAL CO., Dept. D-58 
5701 West Adams Blvd. 
Los Angeles, CA 90016 


PERMA TWEEZ & ATTACHMENT $19.45 
[] Invoice after 30 days 
[] Check enclosed 
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m Exclusive tar shampoo gel — 
melts on contact. 


m Neutralized tar odor — no heavy tar smell. 


a Unique Dual-degreasing action — 
both dissolves and emulsifies oils. 


Available: 3% ounce tube. 

Contains: Owenethers™ (ethoxylates), Owentar™ 
(specially processed form of coal tar solution), 
lopol™ (a cationic polymer), alcohol 0.496 
and benzalkonium chloride in a 
nonionic/amphoteric base. 


Owen Laboratories, Dallas, Texas 
Division of Alcon Laboratories, Inc. 
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peel it. 


Fostex? the flexible therapeutic acne wash that degreases, 
dries, and peels. Easily integrated with all topical or systemic 
therapy for acne Grades |, Il, and Ill. Convenient and 
economical Fostex Liquid and Cream are also effective anti- 
seborrheic shampoos for oily scalps associated with acne. 
Available as Fostex Cream in 4% oz. jars, Fostex Cake in 
3% oz. bars, and Fostex Liquid in 5 oz. plastic bottles. 





Fostril? the flesh-tinted drying and peeling lotion that 
conceals as it heals. Adaptable to Grades |, II, or III acne, 
Fostril is available in 1 oz. plastic tubes. 


Transact? the transparent medicated acne gel. A thin film 
of Transact will dry the oiliest of skin and is ideal for acne 
on chest, shoulders, and back. Greaseless, nonstaining, with 
a fresh clean fragrance. In 1 oz. plastic tubes. 
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But when i comes to controlling dandruff, 
there just isn’t a more effective treatment. Selsun 
has decisively stood tne test of time in wide- 
spread usage throughout the world. Proven 
therapy for dandruff and seborrheic dermatitis, 
Selsun has provided cependable relief from 
itching anc scaling fcr over 23 years. 


Available cn your prescription. 
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(SELENIUM SULFIDE LOTION) 


Precautions and side effects: Keep out of 
the eyes, burning or irritation may result. 
Avoid application to inflamed scalp or 
open lesions. Occasional sensitization 
may occur. Rinse well. 


Contains: Selenium sulfide, 242%, w/v 
in aqueous suspension; also contains: 
bentonite, sodium alkyl aryl sulfonate, 
sodium phosphate ( monobasic), 
glyceryl monoricinoleate, citric 
acid, captan and perfume. 401458 
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Instructions for Authors 


Send manuscripts by first-class mail to the Chief Editor, John 
H. Epstein, MD, 450 Sutter St, Room 1306, San Francisco 94108. 
Manuscripts are received with the understanding that they are 
not under simultaneous consideration by another publication. Ac- 
cepted manuscripts become the permanent property of the Ar- 
CHIVES and may not be published elsewhere without permission 
from the publisher (AMA). 

O All accepted manuscripts are subject to copy editing. The 
author will receive an edited typescript and layout rather than 
galley or page proofs for approval. The author is responsible for 
all statements in his work, including changes made by the copy 
editor. 

O Designate one author as correspondent and provide his address 
and telephone number. He will be notified by mail of the intended 
publication date approximately one month in advance, Order re- 
prints at the time the typescript is returned after editorial pro- 
cessing. Specify address to which requests for reprints should be 
sent. 

O Submit an original typescript and two high quality copies of 
the entire manuscript, including short communications such as let- 
ters to the editor, book reviews, announcements, etc. All copy (in- 
cluding references, legends, and tables) must be typed double- 
spaced on 22 x 28 cm (8% x 11 inch), heavy-duty white bond 
paper. Ample margins should be provided. 

O Titles should be short, specific, and clear. They should not ex- 
ceed 75 characters, including punctuation and spaces. A subtitle is 
often useful to shorten the main title. Provide a brief "running 
title" on each manuscript page. The title page should include the 
full names and academic affiliations of all authors, the address to 
which requests for reprints should be sent, and, if the manuscript 
was presented at a meeting, the name of the organization, place, 
and date on which it was read. 

O The style of writing should conform to acceptable English us* 
age and syntax. Slang, medical jargon, obscure abbreviations, and 
abbreviated phrasing are to be avoided. 

C) Manuscripts reporting the results of experimental investiga- 
tions on human subjects must include a statement to the effect 
that informed consent was obtained after the nature of the proce- 
dure(s) had been fully explained. 

O Authors whose "first" language is not English should arrange 
for their manuscripts to be written in idiomatic English prior to 
submission. 

C] Provide an abstract (135-word maximum) of the article. 
The abstract should include statements of the problem, method of 
study, results, and conclusions. The abstract replaces the sum- 
mary. 

O List references in consecutive numerical order (not alphabet- 
ieally). Once a reference is cited, all subsequent citations should be 
to the original number. All references must be cited in the text or 
tables. Unpublished data and personal communications should not 
be listed as references. References to journal articles should in- 
clude (1) author, (2) title, (3) journal name (as abbreviated in In- 
dex Medicus), (4) volume number, (5) inclusive page numbers, and 
(6) year, in that order. References to books should include (1) au- 
thor(s), (2) chapter title (if any), (3) editor (if any), (4) title of 
book, (5) city of publication, (6) publisher, and (7) year. Volume and 
edition numbers, specific pages, and name of translator should be 
included when appropriate. The author is responsible for the accu- 
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Effective with the January 1975 issue, the provision of free off- 
prints (tearsheets) of articles to authors was discontinued. Authors 


may continue to order reprints in accordance with the form sent to 
them during the processing of their manuscripts. 





racy and completeness of the references and for their correct text 
citation. Please note this journal's punctuation and sequence style 
preference in previously published reference listings. 

O Refer to patients by number (or, in anecdotal reports, by fic- 
titious given names). Real names or initials should not be used in 
the text, tables, or illustrations. 

O All measurements are to be in metric units. 

O Letters to the Editor. The Editor will be pleased to receive cor- 
respondence which pertains to material published in the Am- 
CHIVES. If intended for publication, such letters should be clearly 
marked "For Publication." 

O Use only those illustrations that clarify and augment the text. 
Submit illustrations in duplicate, unmounted and untrimmed. Do 
not send original artwork. Send high-contrast glossy prints (not 
photocopies). Figure number, name of senior author, and arrow 
indicating "top" should be typed on a gummed labe! and affixed to 
the back of each illustration. All lettering must be legible after re- 
duction to column size. Artwork submitted for publication may be 
relettered to achieve uniformity of lettering style throughout the 
journal. Magnification and stain used should be provided when 
pertinent. Illustrations should preferably be in a proportion of 
12.5 x 18 cm (5 x 7 inches). Legends should be typed double- 
spaced, beginning on a separate sheet of paper. Length should be 
limited to a maximum of 40 words. 

O An experienced medical illustrator should be employed when- 
ever possible for the preparation of all artwork. Template letter- 
ing or preset type is preferred to hand-lettered labels. If halftone 
artwork with labels is submitted, affix type and leaders to a clear 
acetate overlay registered to the base drawing. Labels and leaders 
should be applied directly to the drawing board surface if the art- 
work consists only of line ink technique. 

O A letter of consent must accompany all photographs of patients 
in which a possibility of identification exists. It is not sufficient to 
cover the eyes to mask identity. 

O Illustrations in full color are accepted for publication if the edi- 
tors believe that color will add significantly to the published man- 
uscript. The ARCHIVES will pay part of the expense of reproduction 
and printing color illustrations, the remainder to be borne by the 
author or his sponsor. After deducting the ARCHIVES contribution, 
the author’s share is $275.00 for up to six square finished illustra- 
tions that can be arranged on a one-page layout. Any additional il- 
lustrations or special effects will be billed to the author at cost. 
Positive color transparencies (35 mm preferred) must be sub- 
mitted for an evaluation. Do not send color prints unless accom- 
panied by original transparencies. All transparencies should be 
carefully packed and sent with the manuscript in a separate con- 
tainer or between two pieces of pressboard. Do not submit glass- 
mounted transparencies. 


[O Each table should be typed double-spaced, including all head- 


ings, on a separate sheet of 22 x 28 cm (8% x 11 inch) paper. Do 
not use larger size paper. If a table must be continued, use a sec- 
ond sheet and repeat all heads and stubs. 

C] Tables should be arranged so that when printed they will not be 
wider than three columns of ARCHIVES body type. Generally three, 
six, or nine typewritten columns of data (including stub, or left 
column) will fit into three columns. All tables must be numbered 
consecutively, beginning with 1, and each must have a heading. 
Example: "Table 6.—Results of Blood Coagulation Studies." 
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DERMATOPATHOLOGY SYMPOSIUM 
TFE HISTOLOGIC DIAGNOSIS OF INFLAMMATORY SKIN DISEASES 
JUNE 26-28, 1975 
NEW YORK UNIVERSITY POST-GRADUATE MEDICAL SCHOOL 


This course is designed to provide a logical and reproducible approach to the diagnosis and understanding 
of inflammatory skin diseases. A method will be taught for making specific histologic diagnoses in most inflam- 
matory skin diseases, thus avoiding their being signed out as "chronic non-specific dermatitis." Careful clinico- 
pathological correlation will be emphasized. 


osea i gos examples of all categories of inflammatory skin diseases will be available for microscopic 
study. 


PROGRAM CHAIFMAN- A. Bernard Ackerman, M.D., Director, Dermatopathology Section 


FACULTY 


RICHARD REED, M.D. 
Professor of Pathology, I 
Tulane University School of Medicine 


ARKADI M. RYWLIN, M.D. 


Professor of Pathology 
University of Miami School of Medicine 


DAVID N. SILVERS, M.D. 
Assistant Professor of Dermatology 
and Path y, 
New York University School of Medicine 


A. BERNARD ACKERMAN, M.D. 
Associate Professor of 
Dermatology and Pathology, 
New York University School of Medicine 


FRIDAY, JUNE 27, 1975 SATURDAY, JUNE 28, 1975 


JEAN-CLAUDE BYSTRYN, M.D. 
Assistant Professor of Dermatology, 
New York University School of Medicine 
WALLACE H. CLARK, JR., M.D. 
Professor and Chairman 
Department of Pathology, 
Temple University School of Medicine 


H. SHERWOOD LAWRENCE, M.D. 
Professor of Medicine 
New York University School of Medicine 


HERMANN PINKUS, M.D. 
Professor of Dermatology 
Wayne State University School of Medicine 


THURSDAY, JUNE 26, 1975 


12:30 Registration 8:00 Superficial and Deep Subepidermal Vesicular 
Perivascular Dermatitis 
Dermatitis Dr. Ackerman (with 
1:00 Opening Remarks Dr. Ackerman Immunofluorescent 
Dr. Baer Interpretation by 
8:45 Questions and Discussion Dr. Bystryn 


1:15 


Structure of'Skin 
Dr. Ackerman (With 


Folliculitis 


Electron Microscopy Dr. Pinkus 9:00 Questions and Discussion 
by Dr. Silvers) 
10:15 Questions, Discussion and 9:30 Granulomatous Dermatitis 
2:00 Questions and Discussion COFFEE BREAK Dr. Rywlin 
2:30 Function of flammatory 11:00 Vasculitis 10:30 Questions, Discussion 
Cells Dr. Reed and COFFEE BREAK 
Dr. Lawrenca 
12:00 Questions and Discussion 11:15 Fibrosing Dermatitis 
3:30 Questions, Discussion and LUNCH Dr. Ackerman 
' COFFEE BREAK 
2:00 Intraepidermal Vesicular 12:15 Questions and 
Dermatitis Discussion 
4:15 Superficial ®erivascular Dr. Ackerman (with Immuno- 
Dermatitis fluorescent Interpretation 
Dr. Ackermen by Dr. Bystryn) 
5:15 Questions and Discussion 
3:00 Questions and Discussion 
3:30 Panniculitis 
Dr. Clark 
4:30 Questions and Discussion 
5:00 RECEPTION 
TUITION FEE — $200 payable when submitting application (Residents in Training $100-Certification from Chief of 


Service to accompany application). 
Approved for 17 hours credit in Category | for the Physicians Recognition Award of the American 
Medical Association. 


NEW YORK UNIVEFSITY POST-GRADUATE MEDICAL SCHOOL 
THE H'STOLOGIC DIAGNOSIS OF INFLAMMATORY SKIN DISEASES 
Application for admission to COURSE 522. 


(Please Type or Prirt) 


ACCREDITATION— 

















Name Telephone 

Address 

Medical School attended Date of Graduation 

Residencv Training dates 

Type of Practice Sisto OF eénsué LL A. 
Date Signature of Applicant 





Make check payable to N.Y.U. Post-Graduate Medical School 
Return application to Office of the Recorder-Room 4-44N, LHB, N.Y.U. Post Graduate Medical School, 558 First Avenue, N.YC. 10016 
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In acne... 


our appearance 
matters, too. 





When tetracycline therapy is warranted, the 
appearance of 

Sumycin HCl (Tetracycline Hydrochloride) 
on your prescridtion helps insure that the 
high quality, ye- economical, brand you 
Know and trust will be dispensed. 


And when pharmacists have the choice, the 
brand they dispense more often than any 
other is Sumycin HCI. 


Write it...to bessure 


SUMYCIN HCI 
(Tetracycl ne Hydrochloride) 


In choice of tablets or capsules, 
both 250 mg. and 500 mg. strengths. 


recommended for long-term adjunctive therapy in severe acne. 


Sumycin ‘250° Hydrochloride Capsules and Sumycin 
‘500’ Hydrochloride Capsules (Tetracycline Hydro- 
chloride Capsules U.S.P.) contain 250 mg. and 500 
mg. crystalline tetracycline hydrochloride, respec- 
tively. Sumycin ‘250’ Hydrochloride Tablets and 
Sumycin ‘500’ Hydrochloride Tablets (Tetracycline 
Hydrochloride Tablets N.F.) contain 250 mg. and 500 
mg. tetracycline hydrochloride, respectively. 


Contraindications: Contraindicated in persons who have shown hy- 
persensitivity to any of the tetracyclines. 


Warnings: Use of tetracycline, particularly long-term use but also in 
repeated short-term courses, during tooth development (last half of 
pregnancy, infancy, and up to 8 years of age) may cause permanent 
tooth discoloration; enamel hypoplasia has also been reported. 
Therefore, tetracycline should not be used in this age group unless 
other drugs are not likely to be effective or are contraindicated. 

If renal impairment exists, lower-than-usual doses are indicated to 
avoid systemic accumulation and possible liver toxicity; on prolonged 
use, tetracycline serum level determinations may be advisable. The 
antianabolic action of tetracyclines may cause an increase in BUN. In 
patients with significantly impaired renal function higher serum lev- 
els may lead to azotemia, hyperphosphatemia and acidosis. Photo- 
dynamic reactions, although rare with tetracycline, may occur; at first 
evidence of skin erythema, discontinue tetracycline. Advise photo- 
sensitive patients to avoid direct sunlight or ultra-violet light. 

Usage in pregnancy: (see Warning about use during tooth devel- 
opment.) Based or animal studies, tetracyclines cross the placenta, 
are found in fetal tissues, and can have toxic effects (often retarda- 
tion of skeletal development) on fetus; embryotoxicity has also been 
noted in animals treated early in pregnancy. 

Usage in newborns, infants, and children: (see warning about use 
during tooth development.) Tetracyclines form a stable calcium 
complex in any bone-forming tissue. A decrease in fibula growth 
rate (reversible on discontinuation of drug) has been observed in 
prematures given 25 mg. / kg. q. 6 h. orally. 

Tetracyclines are present in the milk of lactating women who are 
taking a drug in this class. 


Precautions: Watch for signs of secondary infection due to nonsus- 
ceptible organisms including fungi; discontinue drug and institute 
appropriate therapy if this occurs. Superinfection of the bowel by 
staphylococci may be life threatening. In venereal diseases with sus- 
pected coexistent syphilis, patients should have darkfield exam- 
inations before therapy and monthly serologic tes:s for at least 4 
months. Because the tetracyclines have been shown to depress 
plasma prothrombin activity, patients who are on anticoagulant 
therapy may require downward adjustment of their anticoagulant 
dosage. During long-term therapy, perform periodic renal, hepatic, 
and hematopoietic function studies. All infections due to group A 
beta-hemolytic streptococci should be treated for at least 10 days. 
Avoid concomitant use of penicillin and tetracycline since tne bacte- 
riostatic action of the latter may interfere with the bactericidal action 
of penicillin. Use tetracyclines with caution in persons with histories 
of allergy, asthma, hay fever, or urticaria due to greeter possibility of 
sensitivity reactions. 


Adverse Reactions: Anorexia; epigastric distress; nausea; vomiting: 
diarrhea; bulky loose stools; stomatitis; sore throat glossitis; black 
hairy tongue; dysphagia; hoarseness; enterocolitis; inflammatory le- 
sions (with candidal overgrowth) in the anogenital region (including 
proctitis and pruritus ani); maculopapular and erythematous rashes; 
exfoliative dermatitis (uncommon); rarely onycholysis, nail discolora- 
tion, and photosensitivity; dose-related BUN rise; rarely hepatic cho- 
lestasis (usually associated with high dosage); urticaria; 
angioneurotic edema; anaphylaxis; anaphylactoid purpura; pericar- 
ditis; exacerbation of systemic lupus erythematosus; serum sick- 
ness-like reactions (fever, rash, arthralgia); bulging fontanels in 
infants on full therapeutic dosage (disappeared on discontinuation 
of drug); anemia; hemolytic anemia; thrombocytopenia; thrombocy- 
topenic purpura; neutropenia; eosinophilia; dizziness; headache. 
Prolonged use of tetracyclines has produced brown-black micro- 
scopic discoloration of thyroid glands; no abnormalities of thyroid 
function studies are known to occur. 

It should be noted that microorganisms insensitive to one tetracy- 
cline invariably exhibit cross-resistance to other tetracyclines. 

For full information, consult package insert. 


How Supplied: Sumycin ‘250° Hydrochloride Capsules (Tetracy- 
cline Hydrochloride Capsules U.S.P.) are available m bottles of 100 
and 1000 and Unimatic" Single Dose Packs of 100. Sumycin 
'500' Hydrochloride Capsules (Tetracycline Hydrochloride Capsules 
U.S.P.) are available in bottles of 100 and Unimatic Single Dose 
Packs of 100. Sumycin '250' Hydrochloride Tablets and Sumycin 
'500' Hydrochloride Tablets (Tetracycline Hydrochloride Tablets 
N.F.) are available in bottles of 100. (A.H F.S. 8:12.24) 
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THE AMERICAN ACADEMY OF FACIAL PLASTIC 
AND RECONSTRUCTIVE SURGERY 


presents its 


SECOND INTERNATIONAL SYMPOSIUM ON PLASTIC AND 
RECONSTRUCTIVE SURGERY OF THE HEAD AND NECK 


JUNE 8-13, 1975, CHICAGO 


The program will present many of the world's foremost specialists in facial plastic and reconstructive surgery, 


Through panel discussions, courses and other curriculum media, these distinguished surgeons and physicians will share their 
knowledge, skills and experience in plastic and reconstructive surgery of ... the nose ... oral cavity, tongue and jaws ... 


pharynx, larynx, esophagus and trachea... face . . . auricle... eyelid. 


Instructional courses will include: 

Rhinoplasty * Septorhinoplasty * Nasal Reconstruction • Corrective Rhinoplasty • Septal Reconstruction » Rhinomanometry 
e Nasal Grafts and Implants * Tip Rhinoplasty * Rhytidoplasty * Blepharoplasty • Adjunctive Procedures in Rhytidoplasty 
e Laryngotracheal Reconstruction * Oral Cavity Reconstruction * Esthetic Repair of Facial Defects * Head and Neck 
Reconstruction * Flaps and Grafts e Scar Camouflage « Z-Plasty Principles * Otoplasty Techniques * Mandibular Reconstruc- 
tion e Mandibular Fractures * Maxillary Fractures * Facial Chemosurgery * Augmentation Mentoplasty * Revision Rhino- 
plasty * Hair Transplants * Photography in Plastic Surgery * Medicolegal Aspects of Plastic Surgery * Intra-Oral Recon- 
struction * Composite Grafts 


For information and registration write: 


George A. Sisson, M. D., General Chairman 
Second International Symposium 

303 East Chicago Ave. 

Chicago, Illinois 60611 
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ELECTROLYSIS FOR 
PERMANENT HAIR REMOVAL 


Clinical study (copy on request) proves safety and efficacy of laity self-use electrolysis. Study shows chin and 
even axilla can be self-treated effectively through use of mirror. This permanent hair remover features the only 
patented self-correcting needle in existence. Battery operated instrument sterilizes itself when current flows. No- 
puncture safety feature also helps prevent infection. 





Thousands of units sold to physicians for such varied application as removal of inverted eyelashes to cosmetic 
use. 








(MAY BE RETURNED WITH NO OBLIGATION) 
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The dissolving scrub for acne and oily skin. 


New KCMEX, with feeling sometimes 
patented SCRUBULES ‘associated with 


—the abradant par- abradant cleansers. 
ticles that work, then New KOMEX is fresh 
completel. dissolve smelling and eco- 
— helps eliminate the nomical — a dissolving 
common problems abradant scrub for 
frequently associated acne and oily skin 
with present scrub in an easy-to-use, 
cleansers. nonbreakable tube. 
KIMEX is an effec- Try it yourself. See 
tive scrub for acne how cool and pleasant 
and oily skin. And it is to use. Then 


Division of Barnes-Hind Pharmaceuticals, Inc 
895 Kifer Road, Sunnyvale, California 94086 


KOMEX dissolves as it recommend KOMEX z Barnes-Hind Laboratories 
conditions the skin, so with confidence. 
ther2’s no tight, dry 
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SUPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y. 115 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL 23, QUEBE: 
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» Pustular 


Resistant to 
onventional 
peeling 
agents and 
systemic 
tetracydine 






Grade | 
ng standing 
(16 years) 


ME. 518/72 











Intractable 


Numerous 
closed 
comedones 


Grade Il 
Papular 


Previously 
untreated 





the efficacy of Retin-A in treating acne vulgaris* 


Of 372 patients (with grades I, Il, and IIl acne) in 16 
well-controlled double-blind studiés, Retin-A Liquid 
and Saturated Swabs produced good to excellent 
responses in 72.8% and poor to fair responses in 
27.2%, with adverse reactions in less than 2%. Of 85 
other patients (with grades II and III acne) in 5 ran- 
domized double-blind studies, Retin-A Cream 0.1% 
produced good to excellent responses in 62.396 and 
poor to fair responses in 37.7%, with adverse 
reactions in only one patient.** 


when you get specific 
about acne vulgaris: 


Reti nA 


tretinoin 


by prescription only 





“Primarily grades I, II and III in which comedones, papules and 
pustules predominate. It is not effective in most cases of severe 
pustular and deep cystic nodular varieties (acne conglobata). 

**Data on file in the Department of Clinical Research, Johnson & 

Johnson. 
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Unretouched photographs of patients on Retin-A brand tretinoin. 
See next page for prescribing information. 
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About as specific 





by prescription only 


Retin- 


brand 


tretinoin 
Saturated Swabs 0.05% 
Liquid 0.05% 

Cream 0.1% 


...and now to 
minimize troublesome erythema 


Retin-A 0.05% Cream 


RETIN-A Brand tretinoin is available in both liquid and cream vehicles. 
RETIN-A liquid contains tretinoin (all-trans retinoic acid; Vitamin A 
acid) 0.05% by weight, polyethylene glycol 400, butylated hydroxy- 
toluene, and alcohol 55%. RETIN-A cream contains tretinoin in either 
of two strengths, 0.1% or 0.05% by weight in a hydrophilic cream 
vehicle of stearic acid, isopropyl myristate, polyoxyl 40 stearate, stearyl 
alcohol, xanthan gum, sorbic acid and butylated hydroxytoluene. 





Instruct patient to: 

€ Wash face gently no more than 2 or 3 times daily. 
Pat face dry with towel (don't rub). 

€ Wait 15-20 minutes before applying RETIN-A. 
Avoid medicated cosmetics and lotions and perfume 
products that contain alcohol, spices, lime, etc. 

€ Use a mild soap and shampoo such as PURPOSE 
Brand Soap; PURPOSE Brand Shampoo. 

€ Avoid excessive exposure to extremes of climate 
(sun, wind, cold) since these tend to dry and burn 
the skin. 


General instructions for the patient: 

€ Avoid using the medication at the corners of the 
mouth, nose, eyes, or on other sensitive areas. 

€ Avoid using other topical acne preparations. They 
may interfere with the action of the medication. 

€ Excessive use of the product will not produce 
more rapid or better results — but may cause 
unnecessary irritation. 








Whenever a mild soap or shampoo is indicated: 
PURPOSE Brand Soap and PURPOSE Brand Shampoo 
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Indications: RETIN-A Brand tretinoin is indicated for topical app.ication in the 
treatment of acne vulgaris, primarily grades I, Il, and III in whichscomedones, 
papules, and pustules predominate. It is not effective in most cases of severe 
pustular and deep cystic nodular varieties (acne conglobata). 
Contraindications: Use of the product should be discontinued í hypersensi- 
tivity to any of the ingredients is noted. 

Warnings: RETIN-A should be kept away from the eyes, the mcuth, angles 
of the nose, and mucous membranes. Topical use may induce -evere local 
erythema and peeling at the site of application. If the degree o! local irrita- 
tion warrants, patients should be directed to use the medication less fre- 
quently, discontinue use temporarily, or discontinue use altogether. Tretinoin 
has been reported to cause severe irritation on eczematous skim and should 
be used with utmost caution in patients with this condition. 

Precautions: Concomitant topical medication should be used with caution, 
because of possible interaction with tretinoin. Particular caution should be 
exercised in using preparations containing peeling agents (such as sulfur, 
resorcinol, benzoyl peroxide, or salicylic acid) with RETIN-A. |: also is 
advisable to “rest” a patient's skin until the effects of peeling agents subside 
before use of RETIN-A is begun. Exposure to sunlight, including sunlamps, 
should be minimized during the use of RETIN-A and patients with sunburn 
should be advised not to use the product until fully recovered because of 
heightened susceptibility to sunlight as a result of the use of tretinoin. Patients 
who may be required to have considerable sun exposure due t» occupation 
should exercise particular caution. Other weather extremes, such as wind and 
cold, also may be irritating to patients under treatment with tretinoin. 


Similar precautions are advisable with regard to the use of medicated or 
abrasive soaps and cleansers, soaps and cosmetics that have a strong drying 
effect, and products with high concentrations of alcohol, astrirgents, spices, 
or lime. If medication is applied excessively, no more rapid or better results 
will be obtained and marked redness, peeling, or discomfort may occur. 
Adverse Reactions: The skin of certain sensitive individuals may become 
excessively red, edematous, blistered, or crusted. If these effects occur. the 
medication should either be discontinued until the integrity ofthe skin is 
restored or the medication should be adjusted to a level the patient can tol- 
erate. Temporary hyper- or hypopigmentation has been reported with repeated 
application of RETIN-A. Some individuals have been reported to have 
heightened susceptibility to sunlight while under treatment with RETIN-A. 

To date, all adverse effects of RETIN-A have been reversible upon discon- 
tinuation of therapy. (See Dosage and Administration section.’ 

Dosage and Administration: Cream: RETIN-A Brand tretinoin cream should 
be applied once a day, before retiring, to the skin where acne lesions appear, 
using enough to cover the entire affected area lightly. Swab: One RETIN-A 
Brand tretinoin swab should be applied once a day, before retiring, to the 
skin where acne lesions appear, spreading the medication over the entire 
affected area. One swab supplies enough of the preparation te treat an area 
the size of the face. If other sites are treated, such as the back, additional 
swabs should be used. Liquid: RETIN-A Brand tretinoin liquid should be 
applied once a day, before retiring, to the skin where acne lesions appear, 
using enough to cover the entire affected area lightly. The preparation may be 
applied using a fingertip, gauze pad, or cotton swab. If gauze-or cotton is 
employed, care should be taken not to oversaturate it to the extent that the 
liquid would run into areas where treatment is not intended. 

Application may cause a transitory feeling of warmth or sligh: stinging. In 
cases where it has been necessary to temporarily discontinue therapy or to 
reduce the frequency of application, therapy may be resumed or frequency of 
Sepucaton increased when the patients become able to tolerate the treatment. 
When it has been necessary to discontinue therapy with 0.1% cream tempo- 
rarily, patients may be better able to tolerate the 0.05% strength when therapy 
Is resumed. It should be noted that just as some patients require less frequent 
applications or other dosage forms, others may respond better to more frequent 
applications of tretinoin. Alterations of either vehicle, drug concentration, or 
dose frequency should be closely monitored by careful observations of the 
clinical therapeutic response and skin tolerance. 

During the early weeks of therapy, an apparent exacerbation of inflammatory 
lesions may occur. This is due to the action of the medication on deep, pre- 
viously unseen lesions and should not be considered a reasor to discontinue 
therapy. Therapeutic results should be noticed after two or three weeks, but 
more than six weeks of therapy may be required before definite beneficial 
effects are seen: Once the acne lesions have responded satisfactorily, it may 
be possible to maintain the improvement with less frequent applications, or 
other dosage forms. 

Patients treated with RETIN-A may use cosmetics, but the areas to be treated 
should be cleansed thoroughly before the medication is applied. 

How Supplied: RETIN-A Brand tretinoin is supplied as: 

1) Foil-covered swabs saturated with 0.05% strength liquid, im boxes of 30. 

2) Amber bottles containing 28 ml. of 0.05% strength liquid. 

3) 20-gram tubes containing a tretinoin cream in either of two strengths, 

0.1% or 0.05%. 
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The Golden Lather Cleanser designed tO 


CRACK“TOUGH NUT” 
PSORIATIC SCALPS! 


The original and only chemically standardized, 
72-hour residual “whole coal tar” shampoo cleanser. 
Dramatically effective in stubborn psoriasis and 
seborrhea of scalp and skin. Economical too. 


WHERE RESEARCH AND ECONOMY COME FIRST! 
Fort Washington, Pa. 19034 


ZE -AR SHAMPOO Colloidal Whole Tar 1% fortified with Parachlorometaxylenol 0.5%, W/V. 


REFERE JCE: Gruber, M., R. Klein and M. Foxx: Chemical Standardization and Quality Assurance of Whole Crude Coal Tar U.S.P. Utilizing 
GLC Procedures, J. Pharm. Sci. Vol. 59, No. 6, (June 1970). 
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1975, W.P. INC 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 


water-dispersible 
Emollient Tar 


For temporary relief 
of scaling and itching 
due to psoriasis and 
minor skin irritations 


8 FL. OZ. 


WESTWOOD 
PHARMACEUTICALS INC 
Buffalo, N.Y. 14213 
FOR EXTERNAL USE ONLY 


Keep this and all medications 
out of the reach of children 
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These are the particles of difference 
in scrub cleansers for stubborn acne. 





ANTIBACTERIAL 
SCRUB 


ot 
Net WI 5107 (5 
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The scrub cleansing particles in Brasivol& 2, magnified thirty-five 
times, show the gem-like facets of the fused aluminum oxide. 
These specifically sized particles do the job a scrub cleanser is 
meant to do — gently but thoroughly cleanse the skin to remove 
debris and help open plugged pores. The addition of p-Chloro- 
meta-Xylenol and Triclosan to the Brasivol 2 formula provides 
effective antibacterial activity. Emulsification has been enhanced 
by the addition of polyoxyethylene lauryl ether to the surfactant 
base. But it's the scrub particles which remain the essential dif- 
ference. Carefully graded scrub particles in Brasivol 2 Fine, 
Medium and Rough which let you adjust the therapy to the 
patient's needs. 


COMPOSITION: Brasivol 2 scrub formulations contain 
Aluminum Oxide Particles, 0.596 p-Chloro-m-Xylenol and 
0.25% Triclosan in a surfactant cleansing base with poly- 
Sx nena lauryl ether. Brasivol 2 Base contains 0.5% 
p-Chloro-m-Xylenol and 0.25% Triclosan in a surfactant 
cleansing base with polyoxyethylene lauryl ether. 


SUPPLY: Brasivol 2 is supplied in convenient tubes and in 
SH economical jars. Brasivol 2 FINE for initial treatment, 
ZZ .| MEDIUM for second stage treatment and ROUGH for main- 
WS tenance therapy. Brasivol 2 Base is recommended for in- 
flammatory acne and as an antiseptic cleanser/shampoo for 

simple oily skin conditions. 


X STIEFEL 


Logical Dermatologicals Since 1847 
STIEFEL LABORATORIES, INC., Oak Hill, New York 12460 









= |  rheic action. The surfactant 
= | base and hair conditioners 
irs = į with pH adjusted to 5.5 pro- 
T aL duces a rich soapless lather 
rei tet and leaves the hair lustrous 
— | and manageable. Send for 
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| She wants 
| beautiful hair. 


| She washes her hair at least three 
nx times a week. She wants a rich lather, 
“squeaky clean” hair and manage- 
ability to let her style her hair 
beautifully. But she has seborrhea. 


You want 
effective control. 


You want to be sure the shampoo 
is cosmetically elegant, satisfies 
your patient's esthetic needs and 
provides thorough, effective con- 
trol of seborrhea and itchy scalp. 
The shampoo that does it all is 


Polytar: 


Polytar Shampoo contains 1% 
Polytar (juniper tar, pine tar, 
coal tar solution, vegetable oil, 
solubilized crude coal tar) for 
effective antiseptic, antisebor- 





professional samples and let 


patients. 
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Logical Dermatologicals Since 1847 
STIEFEL LABORATORIES, INC., OAK HILL, N. Y. 1 
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Pustular Acne Gently! 
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maians Sodium Sulfacetamide. Prior m dye 
f of powder from Vial to Lotion The comes 
lum Sulfacetamide 10%. Hydrocortisone 

—. Mee Within 4 Months of Dispensing 
MM ledications — Acne Vulgaris. Shake We! v 








law prohibits dispensing without peer 
From Eyes. (Keep this and all othe m 
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Soft as a Fleecy Cloud. 


SULFACE T-H 


Hydrocortisone Alcohol 12%, Sulfur Colloid 5%. 


Sodium Sulfacetamide 10% 


Drying without Irritation. 


SJLFACET-HC*— unsurpassed anti-microbial and anti-seborrheic acne lotion. 


DESCRIPTION (As D spensed) 

Hydrocortisone 0.5%W/V 
Sodium Sulfacetamide 10.0%W/V 
Sulfur Colloid 5.0%W/V 


in a water-washable lofon containing purified water, zinc 
oxide, talcum, propylere glycol, titanium dioxide, natural 
clays, fatty acid amide, iron oxides, ethoxylated esters, 
natural and synthetic gums, organic salts, sodium chlor- 
ide and bisulfite, sequestrant, butyl and methyl parabens 
and 2-Bromo-2-nitroprcoan-1,3-diol. 
ACTIONS — Keratoly3c, peeling, drying and antisebor- 
rheic action. 
INDICATIONS — Acre vulgaris, acne rosacea and sebor- 
rheic dermatitis. 

CONTRAINDICATIO 31S — Topical steroids are contra- 
indicated in vira! disesses of the skin such as varicella 
and vaccinia. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity to any 
of the components of the preparation. This preparation 
is not for ophthalmic se. Topical steroids should not be 
used when circutation s markedly impaired or in patients 


with kidney disease or those who have previously exhib- 
ited sensitivity to sulfonamides. 
WARNINGS — USAGE IN PREGNANCY: Although 
topical steroids have not been reported to have an ad- 
verse effect on the fetus, the safety of their use in 
perp females has not been absolutely established. 
herefore, they should not be used extensively on preg- 
nant patients or in large amounts or for prolonged 
periods of time. 

PRECAUTIONS — For External Use Only. Keep Away 
From Eyes. Sensitivity to sulfacetamide may occur. Cau- 
tion and careful supervision should be observed when 
rescribing these drugs for patients who may be prone 
o hypersensitivity to topical sulfonamides, particularly 
if areas of denuded or abraded skin are involved. If 
irritation develops, the product should be discontinued 
and appropriate therapy instituted. In the presence of 
an infection, the use of the appropriate antifungal or 
antibacterial agents should be instituted. If a favorable 
response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been ade- 
quately controlled. If extensive areas are treated or if 


the occlusive technique is used, the possibility exists 
of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken. 

ADVERSE REACTIONS — The following local adverse 
reactions have been reported with topical corticosteroids, 
either with or without occlusive dressings: burning sen- 
sations, itching, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, hypertrichosis, acneform 
eruption and hypopigmentation. Hypersensitivity to the 
sulfonamides indicated by previous toxic reaction such 
as agranulocytosis, acute hemolytic anemia, purpura 





hemorrhagica, drug fever, jaundice or contact dermatitis. 


DOSAGE AND ADMINISTRATION — Apply a small 
quantity to the affected areas two to three times daily. 
The skin should be thoroughly cleansed and applications 
blended in with light massaging. Consult physician for 
advice on diet and other factors in control of acne. 
HOW SUPPLIED — Lotion, bottles, 1 oz. and 2 cz. as 
dispensed. 

CAUTION — U.S. Federal law prohibits dispensing with- 
out prescription. 


E5e-»m*mmnilx| WHERE RESEARCH AND ECONOMY COME FIRST! ‘Fort Washington, Pa. 19034 
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a star antifungal" performer 


tinea 
corporis 






tinea 
versicolor 


tinea 
manuum 
tinea 
cruris 
tinea 
pedis 


When treating these tinea infections, consider 
Halotex® (haloprogin). Halotex is a topical 
agent, available by prescription only. Patients 
will appreciate this non-staining, easy to use 
antifungal, available in convenient and eco- 
nomical sizes. Halotex cream in 30 g. tube, 
Halotex solution (especially useful in hairy 
areas of the body) in 30 and 10 mil. sizes. 





“due to these commonly implicated organisms: Trichophyton ru- 


brum, T. tonsurans, T. mentagrophytes, Microsporum canis, and 


Epidermophyton floccosum. Halotex is also useful in tinea versi- : 
color due to panei furfur. (haloprog in) 
Distributed by Westwood Pharmaceuticals Inc., Buffalo, New York 14213 1 96 CREAM/SO LUTION 
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Halotex 
Khaloprogin) :*« cREAM/soLuTION 


IDescription: Halotex cream provides 1% 
ilhaloprogin in a water-dispersible, semi-solid 
scream base. Each gram contains 10 mg. 
*haloprogin solubilized in polyethylene glycol 
400, polyethylene cyco! 4000, diethyl seba- 
cate and polyvinylpyrrolidone. Halotex solu- 
tion provides f% (19 mg. per ml.) haloprogin 
in a homogeneous vehicle of diethyl seba- 
cate and alconol. 


Action: Halotex is a synthetic antifungal 
agent for the treatment of superficial fungal 
infections of the sk n. 


* Indications: Halotex cream and solution are 
indicated for top cal treatment of tinea 
pedis, tinea cruris, tinea corporis and tinea 
manuum due to infection with Trichophyton 
rubrum, Trichophymn tonsurans, Trichophy- 
ton mentagrcphytss, Microsporum canis, 
and Epidermaphyton floccosum. It is also 
useful in the tepice treatment of tinea versi- 
color due to Malas-ezia furfur. 


Contraindications: dalotex preparations are 
contraindicated ir those individuals who 
have shown hypersensitivity to any of the 
components. 


Warning: USAGE IN PREGNANCY —Safety 
for use in pregna cy has not been estab- 
lished. 


Precautions: |n case of sensitization or irri- 
tation due to Halc:ex cream or solution or 
any of the incredients, treatment with these 
preparations shotld be discontinued and 
appropriate therapy instituted. If a patient 
shows no improvement after four weeks of 
treatment with He otex cream or solution, 
the diagnosis shculd be redetermined. In 
mixed infections where bacteria or nonsus- 
ceptible fungi are present, supplementary 
systemic anti-insctive therapy may be 
indicated. For external use only. KEEP OUT 
OF EYES. 


Adverse Reaction. : Reactions reported in- 
clude: (1) local irrtation, burning sensation, 
vesicle formation, and; (2) increased macer- 
ation, pruritus or exacerbation of pre-exist- 
ing lesions. 


Dosage and Administration: Halotex cream 
and solution shoud be applied liberally to 
the affected area twice daily for two to three 
weeks. Interdigita lesions may require up 
to four weeks of tnerapy. 


How Supplied: He otex® cream 1% (10 mg. 
per g.) 30 g. collapsible aluminum tube NDC 
0072-7130-02. Habbtex solution 1% (10 mg. 
per ml.) 10 mi. po yethylene bottle with con- 
trolled drop tip NDC 0072-7210-02 and 30 ml. 
polyethylene bott& with controlled drop tip 
NDC 0072-7230-0. . | 
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Seborrheic de rmatitis 0i 
Lichen simplex 

Intertrigo 

Nummular dermatitis 

Stasis dermatitis 


Miliaria 


See next page for summary of prescribing information. 


. Versatile 
in. 
practice 


The many forms of Cordran 


make it useful for a variety of 
corticostercid-responsive 
dermateses. 


The tape offers a unique and 
cosmeticall- acceptable delivery 
system. Impervious to moisture, 
the tape is especially advantageous 
for dry, scaling localized lesions. 

It acts as a mechanical splint to 


fissured ski 3 and prevents 
accidental removal of the 
medication 

Cream Cordran is water- 


miscible an1 therefore of use in 


moist, weeping lesions. Its 


nonstaining base contains no wax, 
and it is invisible after application. 


Ointment Cordran helps 
soften cry, scaly lesions and is 
paraber-fres. 

Lotion Cordran is ideal for 


hairy areas and is well tolerated 


on inflamec skin. 


The half-strength cream and 


ointment p-eparations are 
economical for widespread 
dermatoses 


Whena topical steroid 
is needed. . 


Cordran 
(flurandrenolide) 


ticosteroid intended for topical use. The chemical formula of 
oe is 6a-fluoro-16a-hydroxyhydrocortisone 16,17-ace- 
onide. 

Each Gm. of Cream Cordran contains 0.5 mg. (0.05 percent) 
or 0.25 mg. (0.025 percent) flurandrenolide in a base com- 
posed of stearic acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, ethylparaben, glycerin, and purified water. 

Each Gm. of Ointment Cordran contains 0.5 mg. (0.05 per- 
cent) or 0.25 mg. (0.025 percent) flurandrenolide in a base 
composed of white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. (0.05 percent) 
flurandrenolide in an oil-in-water emulsion base composed of 
glycerin, cetyl alcohol, stearic acid, glyceryl monostearate, 
mineral oil, polyoxyl 40 stearate, menthol, benzy! alcohol, and 
purified water. 

Cordran* Tape (flurandrenolide tape, Dista) is a transparent, 
inconspicuous, plastic surgical tape, impervious to moisture. 
Each square centimeter contains 4 mcg. of flurandrenolide 
uniformly distributed in the adhesive layer. The tape is made of 
a thin, matte-finish polyethylene film which is slightly elastic 
and highly flexible. 

The adhesive is a synthetic copolymer of acrylate ester and 
acrylic acid which is free from substances of plant origin. The 
pressure-sensitive adhesive surface is covered with a protec- 
tive paper liner to permit handling and trimming before applica- 
tion. 


Actions: Cordran is primarily effective because of its anti- 
inflammatory, antipruritic, and vasoconstrictive actions. 

Cordran Tape serves as both a vehicle and an occlusive 
dressing. Retention of insensible perspiration by the tape re- 
sults in hydration of the stratum corneum ard improved dif- 
fusion of the medication. The skin is protected from scratching, 
rubbing, desiccation, and chemical irritation. The tape acts as 
a mechanical splint to fissured skin. Since it prevents removal 
of the medication by washing or the rubbing action of clothing, 
the tape formulation provides a sustained action. 


Indications: Cordran is indicated for relief of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 

Cordran, Half Strength, 0.025 percent, is recommended for 
economical maintenance therapy of widespread or chronic 
lesions. For initial therapy, full-strength (0.05 percent) prep- 
a of Cream, Ointment, or Lotion Cordran may be pre- 
erred. 

The lotion form is especially advantageous in the treatment 
of acutely inflamed lesions. For ease of application and for 
cosmetic reasons, the lotion is also preferred for dermatitis of 
the scalp, eyelid, ear, and intertriginous areas. 

Cordran Tape is indicated for relief of the inflammatory man- 
ifestations of corticosteroid-responsive dermatoses, partic- 
ularly dry, scaling localized lesions. 


Contraindications: Topical corticosteroids are contraindicated 
in vaccinia and varicella and in patients with a nistory of hyper- 
sensitivity to any of their components. 

Use of Cordran Tape is not recommended for lesions exud- 
ing serum or in intertriginous areas. 


Precautions: If irritation develops, Cordran should be discon- 
tinued and appropriate therapy instituted. 

In the presence of an infection, an appropriate antifungal or 
antibacterial agent should be used. If a favorable response 
does not occur promptly, Cordran should be discontinued until 
the infection has been adequately controlled. 

If extensive areas are treated or if the occlusive technique is 
used, there is a possibility of increased systemic absorption of 
the corticosteroid, and suitable precautions should be taken. 

Although topical corticosteroids have not been reported to 
have an adverse effect on pregnancy, the safety of their use on 
pregnant women has not been absolutely established. There- 
fore, they should not be used extensively, in large amounts, or 
for prolonged periods of time on pregnant patients. 

These products are not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have 
been reported with topical corticosteroid formulations: 


Acneform eruptions Hypertrichosis 
Burning Hypopigmentation 
Dryness Irritation 
Folliculitis Itching 


The following may occur more frequently with occlusive 
dressings (such as Cordran Tape): 
Maceration of the skin Skin atrophy 
Miliaria Striae 
Secondary infection 
In addition, the tape vehicle may cause purpura and strip- 
ping of the epidermis. 


Administration and Dosage: 

Cream, Ointment, or Lotion —For moist lesions, a small quan- 
tity of the cream or lotion should be rubbed gently into the 
affected areas two or three times a day. For dry, scaly lesions, 
the ointment is applied as a thin film to affected areas two or 
three times daily. 


Use with Occlusive Dressings 

The technique of occlusive dressings (for management of 
psoriasis and other persistent dermatoses) is as follows: 

1. Remove às much as possible of the superficial scaling 
before applying Cordran. Soaking in a bath will help soften the 
scales and permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected areas. 

3. Cover with an occlusive plastic film, such as polyethylene, 
Saran Wrap™, or Handi-Wrap". (When Cordran cream or lotion 
is used, added moisture may be provided by placing a slightly 
dampened cloth or gauze over the lesion before the plastic film 
is applied.) 

4. Seal the edges to adjacent normal skin with tape or hold 
in place by a gauze wrapping. 


during the day. The dressing should then be reapplied each 
night. 

e. For daytime therapy, the condition may be treated by rub- 
bing Cordran sparingly into the affected areas. 

7. |n more resistant cases, leaving the dressing in place for 
three to four days at a time may result in a better response. 

8. Thin polyethylene gloves are suitable for treatment of the 
hands and fingers; plastic garment bags may be utilized for 
treating lesions on the trunk or buttocks. A tight shower cap is 
useful in treating lesions on the scalp. 

Occlusive Dressings Have the Following Advantages —1. Per- 
cutaneous penetration of the corticosteroid is enhanced 

2. Medication is concentrated on the areas of skin where it 
is most needed. ! 

3. This method of administration frequently is more effective 
in very resistant dermatoses than is the conventional applica 
tion of Cordran. 

Precautions to Be Observed in Therapy with Occlusive Dressings 
— Treatment should be continued for at least a few days after 
clearing of the lesions. If it is stopped too soon, a relapse 
may occur. Reinstitution of treatment frequently will cause re- 
mission. 

Because of the increased hazard of secondary infection 
from resistant strains of staphylococci among hospitalized 
patients, it is suggested that the use of occlusive plastic films 
for corticosteroid therapy in such cases be restricted. 

Generally, occlusive dressings should not be used on weep- 
ing, or exudative, lesions. 

When large areas of the body are covered, thermal homeo- 
Stasis may be impaired. If elevation of body temperature 
occurs, use of the occlusive dressing should be discontinued. 

Rarely, a patient may develop miliaria, folliculitis, or a sensi- 
tivity to either the particular dressing material or a combination 
of Cordran and the occlusive dressing. If miliaria or folliculitis 
occurs, use of the occlusive dressing should be discontinued. 
Treatment by inunction with a corticosteroid such as Cordran 
may be continued. If the sensitivity is caused by the particular 
material of the dressing, substitution of a different materia! 
may be tried. 

Warnings — Some plastic films are readily flammable. Patients 
should be cautioned against the use of any such material. 

When plastic films are used on infants and children, the per- 
sons caring for the patients must be reminded of the danger of 
suffocation if the plastic material accidentally covers the face. 

Cordran Tape — Replacement of the tape every twelve hours 
produces the lowest incidence of adverse reactions, but it 
may be left in place for twenty-four hours if it is well tolerated 
and adheres satisfactorily. When necessary, the tape may be 
used at nighttime only and removed during the day. 

If ends of the tape loosen prematurely, they may be trimmed 
off and replaced with fresh tape. 

The directions given below are included on a separate pack- 
age insert for the patient to follow unless otherwise instructed 
by the physician. 





APPLICATION OF 
MEDICATED TRANSPARENT TAPE 


IMPORTANT: Skin should be clean and dry before tape is 


applied. Tape should always be cut, never torn. 





DIRECTIONS FOR USE: 

1. Prepare skin as directed by your physician or as follows: 
Gently clean the area to be covered to remove scales, crusts. 
dried exudates, and any previously used ointments or creams. 
A germicidal soap or cleanser should be used to prevent the 
development of odor under the tape. Shave or clip the hair in 
the treatment area to allow good contact with the skin and com- 
fortable removal. If shower or tub baths are to be taken, they 
should be completed before the tape is applied. The skin 
should be dry before application of the tape. 

2. Remove tape from package and cut a piece slightly larger 
than area to be covered. Round off corners. 

3. Pull white paper from transparent tape. Be careful that 
tape does not stick to itself. 

4. Apply tape, keeping skin smooth. press tape into place. 
REPLACEMENT OF TAPE: 

Unless instructed otherwise by your physician, replace tape 
after twelve hours. Cleanse skin and allow it to dry for one 
hour before applying new tape. 


IF IRRITATION OR INFECTION DEVELOPS, REMOVE TAPE AND CON- 
SULT PHYSICIAN. 





How Supplied: Cream and Ointment Cordran® (Fluran- 
drenolide, N.F.), 0.05 percent, in 7.5, 15, and 60-Gm. tubes 
and in 225-Gm. jars. 

Cream and Ointment Cordran™ (Flurandrenolide, N.F.), Half 
n 0.025 percent, in 30 and 60-Gm. tubes and in 225- 

m. jars. 

Lotion Cordran" (flurandrenolide, Dista), 0.05 percent, in 
15 and 60-ml. plastic squeeze bottles. 

Cordran® Tape (flurandrenolide tape, Dista), in Small Rolls 
24 inches long and 3 inches wide (60 cm. x 7.5 cm.) and in 
Large Rolls 80 inches long and 3 inches wide (200 cm. x 7.5 
cm.). Directions for the patient are included in each package 
of Cordran Tape. (0115224 


400675 


Dista Products Company 
Division of Eli Lilly and Company 
Indianapolis, Indiana 46206 
Additional information availabie 

to the profession on request. 








“an 
under- 


lying 
cause 
of some 
conditions that 


Start as “dry skin” 


Among its other functions, vitamin A Long-term administration of massive AQUASOL® A CAPSU LES 

is importar- in maintenance of epi- doses, however, must be warned  (water-miscible vitamin A) 

thelial structures’? and deficiency of against since this is potentially toxic? — 25.000 I.U. (7.5 mg) 

this vitamir may cause certain skin 20.090 17. CEO d 

conditions that begin with dryness, When hyperkeratotic skin conditions, Indication: Vitamin A deficiency. Contrain- 
roughness and itching of the skin of eczemas, and excessively dry skin dications: Hypervitaminosis A, hypersen- 
the whole 5ody. Lesions may begin are due to vitamin A deficiency. s haab rhy o Maas po quon 
on the thichs and upper forearms | AQUASOL A provides vitamin A, wa- ing pregnancy has not beer Rete. qe 
and spreac? “Histologic examination ter solubilized by a special process* reproduction studies of several animal spe- 
shows hyperplasia and hyperkera- toafford better absorption and utiliza- cies, fetal abnormalities have .been dem- 
tinization of the related epithelium tion than oily vitamin preparations. pema following overdosage. Precau- 
around thehair follicles, together with AQUASOL A is especially valuable [b sii? enaa be carar, nan 25,000 
metaplast c changes of the sweat in patients in whom the absorption or Women on oral contraceptives have shown 
ductsandcegenerationofthe glands, utilization of fats and fat-soluble vita- a significant increase in plasma vitamin A 
accounting for the dryness of the mins may be impaired. et icit ae ivre ne ots 
skin." As might be expected, such androna -Aua maldike; lethargy, ab- 


j i i | j IN 1. Goodhart, R.S., in Modern Nutrition in Health and à i ' $ 
Skin lesiors associated with vitami Disease (Wohl, Mi and Goodhan iS. ede ) od A. dominal discomfort, anorexia, vomiting; 





A deficiency will respond to therapy Philadelphia, Lea & Febiger 1968 pp. 222.223. slow growth, hard tender cortical thickening 
with this vizamin?? 2. Council on Foods and Nutrition: Roels,O.A. JAMA OVer radius and tibia, migratory arthralgia, 
214:1097, 1970. premature closure of epiphysis; fissures of 

u , , "T is. lips, drying and cracking of skin, alopecia, 

- G8. Krehl, W. A., in Modern Nutrit Health and D | SN 

When given 90,000 units of absorb ease (Wohi. M. G. and Goodhart, R. S. eds). ed 4. scaling, massive desquamation, increased 
able vitarr n A per day, the patients Philadelphia, Lea & Febiger. 1968, p. 964. pigmentation; hypomenorrhea, hepatc- 
skin beccmes soft and moist in 2 *oil-soluble vitamin A water solubilized with sorethytan splenomegaly, jaundice, leukopenia, vita- 
weeks...exfoliation of the papules and oleate; covered by U.S. Patent No. 2,417,299 min A plasma level in-excess of 1200 LU / 


extrusion of the hyperkeratotic plugs 100 cc. See PDR for dosage and other 


® prescribing information. How Supplied: 
occurs occasionally in a month, and A uasol A 50,000 |.U/capsule, bottles of 100 and 
a cure is complete in 2 or 3 months?" 500; 25,000 I.U./capsule, bottles of 100. 


(water-miscible vitamin A) 


PHARMACEUTICALS 
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5 or 10% Benzoyl Peroxide 


Desquam-X™ (5 or 10% Benzoyl Peroxide, 
6% Polyoxyethylene Lauryl Ether) safely and 
effectively helps control cutaneous Coryne- 
bacterium acnes as it dries and desquamates 
acne skin. Its unique hydro-alcoholic gel 
with 5.5 pH facilitates penetration into the 
follicular orifice to help control C. acnes. 
Desquam-X can be used concomitantly with 
most topical and systemic agents. It is indi- 
cated for acne grades l, ll, and selected cases 


of grade Ill. 


6% Polyoxyethylene Lauryl Ether 


he topical side of 
.acnes control 





Outstanding patient acceptance is one of 
many Desquam-X benefits. The non-perfumed 
stiff gel vehicle is easy to apply and leaves 
no visible residue. 


In vivo testing* of 14-day Desquam-X appii- 
cations revealed an up to 66%** reduction of 
free fatty acids and an up to 90% eliminatien 
of cutaneous C. acnes on test sites. Adci- 
tional clinical studies report patients virtually 
free of sensitization and undue irritation? 


“Information on file at Westwood Pharmaceuticals Inc. and available upon request. 


“Using the 10% concentration, and up to 52% with the 5% concentration. 


©1975 W. P. Inc. 


Please see complete prescribing information on adjacent page 


CONTENTS: Desqu m-X 5 contains 5% 
Benzoyl Peroxide, 6% polyoxyethylene 
lauryl ether, 37% ethy! alcohol, carbomer 
940, di-isopropanol. mine, disodium 
edetate and water. 


Desquam-X 10 contains 10% Benzoyl 
Peroxide, 6% polyoxyethylene lauryl ether, 
37% ethyl alcohol, carbomer 940, di- 
isopropanolamine, eisodium edetate and 
water. 


INDICATION: A top»cal aid for the control 
of acne vulgaris. 


ACTION: Provides the desirable drying 
and desquamation meeded in the topical 
treatment of aene. Gesquam-X has been 
demonstrated to have anti-bacterial effects, 
especially against Corynebacterium acnes. 


DIRECTION FOR CSE: After washing as 
instructed, rubz«Descuam-X into affected 
areas twice daily. In air-skinned individuals 
or under excessivel: dry atmospheric 
conditions it isssugcssted that therapy be 
initiated with cne application daily. The 
desired degree of dying and peeling can 
be obtained by moc fication of the dosage 
schedule. 


CONTRAINDICATIONS: Not to be used in 
patients known tolte sensitive to any 
ingredient of Desquam-X. 
PRECAUTIONS: Avoid contact with eyes 
and mucous memb anes. For external 


use only. Keep this and all medication out 
of the reach ofichiic-en. 


NOTE: May bleach -olored fabrics. 


HOW SUPPLIED: Plastic tubes 1.5 oz. 
(42.5 gm.) 


CAUTION: Federal aw prohibits 
dispensing without prescription. 





LUES- WOOD 


PHARMACUTICALS INC. 
Buffalo, New York 14213 
in Canadas, Belleville. Ontario K8NI1E2 








The little book no mother 
should be without. 


What? Buy another book on child-raising when you've already covered 
the subject from Spock to Salk? 

What makes this little paperback different? It gives you in concise, 
capsule form what other books take pages of thumbing through and read- 
ing to give — authoritative answers to your questions on child-raising. 

Published by the American Medical Association, GROWING PAINS 
is a quick reference guide to most of the questions you're likely to have 
about your child's physical, mental and emotional development and 
problems. 

In it, respected pediatricians answer commonly asked questions about 
diet and eating habits, sibling relations, emotional problems, discipline and 
punishment, toilet training, speech disorders, sex education and dozens 
more. 

Shouldn't you have a copy? To order yours, use the coupon on the 
right. 


American Medical Association Please send me |. |  ) copy(ies) of 

535 No. Dearborn Street GROWING PAINS, OP-244. Enclosed is 

Chicago, Ill. 60610 $ . Payment must ac- 
company order. 


Price: 

$2.00 (U.S., U.S. Possessions, Canada, Name 

Mexico) Address 

$2.50 (All other countries) City/State/Zip_ 


PUBLISHED TO CORRECT A PREVIOUS 
PROMOTIONAL CAMPAIGN WHICH THE FOOD AND 
DRUG ADMINISTRATION CONSIDERS MISLEADING 





NISCOVER 





MINOCYCLINE HCI 





THE FOLLOWING PAGE PRESENTS IMPORTANT INFORMATION WHICH THE 
F.D.A. BELIEVES WAS NOT FAIRLY CONVEYED BY THE “DISCOVER MINOCIN" 
PROMOTIONAL CAMPAIGN. 


MINOCIN IS A TETRACYCLINE WITH GENERALLY 
THE SAME SPECTRUM AND LIMITATIONS AS 
TETRACYCLINE HCI. 





DISCOVER 


microbial specificity in a 
. wide range of common 
infectionsxdue to susceptible 
pathogens 





againstmicroorganisms 
of venereal disease 





in a wide range of hospital 
infections due to susceptible 
oathogens 





in a wide-ange of respiratory 
infections due to 
susceotible pathogens 


NO 
phctosensitivity 
| reported to date 





MINOCIN PROMOTION SPOTLIGHTED TABLES OF TISSUE PENE- 
TRATION DATA AND INITIAL CLINICAL TRIAL DATA. THE F.D.A. 
REGARDS THESE DATA AS DIRECT CLAIMS OF EFFECTIVENESS 
FOR SPECIFIC SITE INFECTIONS. 


WHILE TISSUE PENETRATION IS CONSIDERED 
ESSENTIAL TO THERAPEUTIC EFFICACY, AND 
WHILE INITIAL CLINICAL TRIALS DEALT WITH 
NUMEROUS SPECIFIC SITE INFECTIONS, SUCH 
DATA AS PRESENTED IN THE MINOCIN PROMO- 
TION ARE INADEQUATE TO SUPPORT CLAIMS OF 
DISEASE SPECIFICITY. 


VENEREAL DISEASE WAS A FEATURED THEME OF MINOCIN 
PROMOTION. 


INJECTABLE BENZATHINE PENICILLIN G IS THE 
DRUG OF CHOICE FOR SYPHILIS. INJECTABLE 
PROCAINE PENICILLIN G IS THE DRUG OF CHOICE 
FOR GONORRHEA. 


"HOSPITAL INFECTIONS DUE TO SUSCEPTIBLE PATHOGENS" WAS 
ANOTHER FEATURED THEME. 


ALTHOUGH MINOCIN SHOWS MODERATE IN VITRO 
ACTIVITY AGAINST CERTAIN STRAINS OF STAPHY- 
LOCOCCI RESISTANT TO TETRACYCLINE HCI, 
NEITHER MINOCIN NOR ANY OTHER TETRACYCLINE 
N P He OF CHOICE FOR STAPHYLOCOCCAL 


MINOCIN WAS PROMOTED FOR UPPER RESPIRATORY 
INFECTIONS. 


NEITHER MINOCIN NOR ANY OTHER ANTIBIOTIC 

IS INDICATED FOR VIRAL UPPER RESPIRATORY 
INFECTIONS. IN ADDITION, NEITHER MINOCIN NOR 
ANY OTHER TETRACYCLINE IS RECOMMENDED 
FOR PROPHYLAXIS OF RHEUMATIC FEVER FOL- 
LOWING STREPTOCOCCAL INFECTIONS. 


THE MINOCIN PROMOTIONAL CAMPAIGN EMPHASIZED THAT ONE 
TETRACYCLINE SIDE EFFECT HAD NOT BEEN REPORTED WITH 
MINOCIN. 


UNLIKE OTHER TETRACYCLINES, CNS SIDE EF- 
FECTS INCLUDING LIGHTHEADEDNESS, DIZZI- 
NESS, OR VERTIGO HAVE BEEN REPORTED WITH 
MINOCIN. PATIENTS WHO EXPERIENCE THESE 
SYMPTOMS SHOULD BE CAUTIONED ABOUT DRIV- 
ING VEHICLES OR USING HAZARDOUS MACHINERY 
WHILE ON MINOCYCLINE THERAPY. 


THIS PROMOTIONAL CAMPAIGN HAS BEEN DISCONTINUED BY 
DIRECTION OF THE FOOD AND DRUG ADMINISTRATION. 





MINOCIN: Minocycline Hydrochloride 


Oral and Intravenous 


DESCRIPTION: MINOCIN minocycline hydrochloride 
is a semi-synthetic derivative of tetracycline, 7- 
dimethylamino-6-deoxy-6-demethyltetracycline 
hydrochloride 

Intravenous: Each vial, dried by cryodesiccation, 

contains sterile Minocycline Hydrochloride equivalent 
to 100 mg. Minocycline. When reconstituted with 5 cc. 
of 2208 Water For Injection the pH ranges from 2.0 
to 2.8. 
ACTIONS: Microbiology. The tetracyclines are pri- 
marily bacteriostatic and are thought to exert their 
antimicrobial effect by the inhibition of protein synthe- 
sis. Minocycline HCI is a tetracycline with antibacterial 
activity comparable to other tetracyclines with activity 
against a wide range of gram-negative and gram-posi- 
tive organisms. 

Tube dilution testing: Microorganisms may be con- 
sidered susceptible (likely to respond to minocycline 
therapy) if the minimum inhibitory concentration 
(M.I.C.) is not more than 4.0 mcg./ml. Microorganisms 
may be considered intermediate (harboring partial 
resistance) if the M.I.C. is 40 to 12.5 mca /ml. and 
resistant (not likely to respond to minocycline therapy) 
if the M.I.C. is greater than 12. 5 mcg./ml 

Susceptibility plate testing: If the Kirby-Bauer 
method of susceptibility testing (using a 30 mcg. tetra- 
cycline disc) gives a zone of 18 mm. or greater, the 
bacterial strain is considered to be susceptible to any 
tetracycline. Minocycline shows moderate in vitro 
activity against certain strains of staphylococci which 
have been found resistant to other tetracyclines. For 
such strains minocycline susceptibility powder may be 
used for additional susceptibility testing 
INDICATIONS: MINOCIN minocycline HCl is indicated 
in infections caused by the following microorganisms: 

Rickettsiae: (Rocky Mountain spotted fever. typhus 

fever and the typhus group, Q fever, rickettsialpox, 

tick fevers.) 

Mycoplasma pneumoniae (PPLO, Eaton agent). 

Agents of psittacosis and ornithosis. Agents of lym- 

phogranuloma venereum and granuloma inguinale 

The spirochetal agent of relapsing fever (Borrelia 

recurrentis). The following gram-negative micro- 

organisms 

Haemophilus ducrey! (chancroid), Pasteurella pestis 

and Pasteurella tularensis, Bartonella bacilliformis, 

Bacteroides species, Vibrio comma and Vibrio fetus, 

Brucella species (in conjunction with streptomycin) 

Because many strains of the following groups of 
microorganisms have been shown to be resistant to 
tetracyclines, culture and susceptibility testing are 
recommended. 

MINOCIN minocycline HCI is indicated for treatment 
of infections caused by the following gram-negative 
microorganisms, when bacteriologic testing indicates 
appropriate susceptibility to the drug: 

Escherichia coli, Enterobacter aerogenes ‘formerly 

Aerobacter aerogenes), Shigella species, Mima spe- 

cies and Herellea species, Haemophilus influenzae 

(respiratory infections), Klebsiella species (respira- 

tory and urinary infections) 

MINOCIN is indicated for treatment of infections 

caused by the following gram-positive microorganisms 
when bacteriologic testing indicates appropriate sus- 
ceptibility to the drug: 
Streptococcus species: Up to 44 percent of strains of 
Streptococcus pyogenes and 74 percent of Strepto- 
coccus faecalis have been found to be resistant to 
tetracycline drugs. Therefore, tetracyclines should not 
be used for streptococcal disease unless the organism 
has been demonstrated to be sensitive 

For upper respiratory infections due to group A 
beta-hemolytic streptococci, penicillin is the usual 
drug of choice. including prophylaxis of rheumatic 
fever. 

Diplococcus pneumoniae. 

Staphylococcus aureus, skin and soft tissue infections 
Tetracyclines are not the drugs of choice in the treat- 
ment of any type of staphylococcal infection 

When penicillin is contraindicated, tetracyclines are 
alternative drugs in the treatment of infections due 
to: 

Neisseria gonorrhoeae, and Neisseria meningitidis 

(LV. only), Treponema pallidum and Treponema per- 

tenue (syphilis and yaws). Listeria monocytogenes. 

Clostridium species, Bacillus anthracis. Fusobac- 

terium fusiforme (Vincents infection). Actinomyces 

species 

In acute intestinal amebiasis, the tetracyclines may 
be a useful adjunct to amebicides 

MINOCIN is indicated in the treatment of trachoma, 
although the infectious agent is not always eliminated. 
as judged by immunofluorescence. Inclusion conjunc- 
tivitis may be treated with oral tetracyclines or with a 
combination of oral and topical agents 

Oral only: In severe acne the tetracyclines may be 
useful adjunctive therapy. Minocycline is indicated in 
the treatment of asymptomatic carriers of N. meningi- 
tidis to eliminate meningococci from the nasopharynx 

In order to preserve the usefulness of MINOCIN 
minocycline HCI in the treatment of asymptomatic 
meningococcal carriers, diagnostic laboratory proce- 
dures, including serotyping and susceptibility testing. 
should be performed to establish the carrier state and 


the correct treatment. It is recommended that the drug 
be reserved for situations in which the risk of menin- 
gococcal meningitis is high. 

Minocycline by oral administration is not indicated 

for the treatment of meningococcal infection. 
CONTRAINDICATIONS: This drug is contraindicated 
in persons who have shown hypersensitivity to any of 
the tetracyclines. 
WARNINGS: In the presence of renal dysfunction, 
particularly in pregnancy, intravenous tetracycline 
therapy in daily doses exceeding 2 grams has been 
associated with deaths through liver failure 

When the need for intensive treatment outweighs its 
potential dangers (mostly during pregnancy or in indi- 
viduals with known or suspected renal or liver impair- 
ment), it is advisable to perform renal and liver function 
tests before and during therapy. Also tetracycline 
serum concentrations should be followed. 

If renal impairment exists, even usual oral or paren- 
teral doses may lead to excessive systemic accumula- 
tion of the drug and possible liver toxicity. Under such 
conditions, lower than usual total doses are indicated, 
and if therapy is prolonged, serumlevel determinations 
of the drug may be advisable. This hazard is of particu- 
lar importance in the parenteral administration of 
tetracyclines to pregnant or postpartum patients with 
pyelonephritis. When used under these circumstances. 
the blood level should not exceed 15 micrograms/ml. 
and liver function tests should be made at frequent 
intervals. Other potentially hepatotoxic drugs should 
not be prescribed concomitantly 

The use of tetracyclines during tooth development 
(last half of pregnancy, infancy, and childhood to the 
age of 8 years) may cause permanent discoloration of 
the teeth (yellow-gray-brown). This adverse reaction is 
more common during long-term use of the drugs but 
has been observed following repeated short-term 
courses. Enamel hypoplasia has also been reported. 
Tetracyclines, therefore, should not be used in this age 
group unless other drugs are not likely to be effective 
or are contraindicated. 

Photosensitivity manifested by an exaggerated sun- 
burn reaction has been observed in some individuals 
taking tetracyclines. Patients apt to be exposed to 
direct sunlight or ultraviolet light should be advised 
that this reaction can occur with tetracycline drugs, and 
treatment should be discontinued at the first evidence 
of skin erythema. Studies to date indicate that photo- 
oe does not occur with MINOCIN minocycline 
HCI. 

The antianabolic action of the tetracyclines may 
cause an increase in BUN. While this is nota problem in 
those with normal renal function, in patients with sig- 
nificantly impaired function, higher serum levels of 
tetracycline may lead to azotemia, hyperphosphate- 
mia, and acidosis 

CNS side effects including lightheadedness, dizzi- 
ness or vertigo have been reported. Patients who 
experience these symptoms should be cautioned 
about driving vehicles or using hazardous machinery 
while on minocycline therapy. These symptoms may 
disappear during therapy and always disappear rapidly 
when the drug is discontinued. 

Usage in Pregnancy. (See above "Warnings" about use 
during tooth development.) 

Results of animal studies indicate that tetracyclines 
cross the placenta, are found in fetal tissues and can 
have toxic effects on the developing fetus (often 
related to retardation of skeletal development). Evi- 
dence of embryotoxicity has also been noted in animals 
treated early in pregnancy 
Usage in newborns, infants, and children. (See above 
"Warnings" about use during tooth development.) 

All tetracyclines form a stable calcium complex in 
any bone forming tissue. A decrease in the fibula 
growth rate has been observed in prematures given 
oral tetracycline in doses of 25 mg./kg. every 6 hours 
This reaction was shown to be reversible when the drug 
was discontinued 

Tetracyclines are present in the milk of lactating 
women who are taking a drug in this class 
PRECAUTIONS: As with other antibiotic prepara- 
tions. use of this drug may result in overgrowth of 
nonsusceptible organisms, including fungi. If superin- 
fection occurs, the antibiotic should be discontinued 
and appropriate therapy should be instituted. 

In venereal diseases when coexistent syphilis is 
suspected, darkfield examination should be done 
before treatment is started and the blood serology 
repeated monthly for at least 4 months 

Because tetracyclines have been shown to depress 
plasma prothrombin activity, patients who are on anti- 
coagulant therapy may require downward adjustment 
of their anticoagulant dosage. 

In long-term therapy periodic laboratory evaluation 
of organ systems, including hematopoietic, renal and 
hepatic studies should be performed 

All infections due to Group A beta-hemolytic strep- 
tococci should be treated for at least 10 days. 

Since bacteriostatic drugs may interfere with the 
bactericidal action of penicillin, it is advisable to avoid 
giving tetracycline in conjunction with penicillin. 
ADVERSE REACTIONS: Gastrointestinal: Anorexia. 
nausea, vomiting, diarrhea. glossitis, dysphagia, 
enterocolitis, and inflammatory lesions (with monilial 
overgrowth) in the anogenital region. 

These reactions have been caused by both the oral 


and parenteral administration of tetracyclines Skin: 
Maculopapular and erythematous rashes. Exfoliative 
dermatitis has been reported but is uncommon. Photo- 
sensitivity is discussed above. (See “Warnings.’) Renal 
toxicity: Rise in BUN has been reported and is 
apparently dose related. (See "Warnings. ) Hypersen- 
sitivity reactions: Urticaria, angioneurotic edema, ana- 
phylaxis, anaphylactoid purpura, pericarditis and 
exacerbation of systemic lupus erythematosus. Bulg- 
ing fontaneis have been reported in young infants 
following full therapeutic dosage. This smn disap- 
peared rapidly when the drug was discontinued. Blood: 
Hemolytic anemia, thrombocytopenia, neutropenia 
and eosinophilia have been reported. CNS: (See 
“Warnings:) When given over prolonged periods, 
tetracyclines have been reported to produce brown- 
black microscopic discoloration of thyroid elands. No 
abnormalities of thyroid function studies are known 
to occur. 

DOSAGE AND ADMINISTRATION: ORAL. Therapy 

should be continued for at least 24-48 hours after 

symptoms and fever have subsided. 

Concomitant therapy: Antacids containing alumi- 
num, calcium, or magnesium impair absorption and 
should not be given to patients taking oral tetra- 
cycline. 

Studies to date have indicated that the abserption of 
MINOCIN is not notably influenced by foods-and dairy 
products. 

In patients with renal impairment: (See "V/arnings ) 
Total dosage should be decreased by reduction of 
recommended individual doses and/or by extending 
time intervals between doses. 

In the treatment of streptococcal infections. a thera- 
peutic dose of tetracycline should be administered for 
at least 10 days. 

Adults: The usual dosage of MINOCIN mimocycline 
HCI is 200 mg. initially followed by 100 mg every 12 
hours. Alternatively. if more frequent doses are pre- 
ferred, two or four 50 mg. capsules may 5e given 
initially followed by one 50 mg. capsule four times 
daily 

Children: The usual dosage of MINOCIN minocy- 
cline HCI is 4 mg./kg. initially followed by 2 mg./kg 
every 12 hours. 

For treatment of syphilis, the usual dosage of 
MINOCIN should be administered over a period of 
10-15 days. Close follow-up, including laboratory tests, 
is recommended. 

Gonorrhea patients sensitive to penicillin may be 
treated with MINOCIN, administered as 200 mg. ini- 
tially followed by 100 mg. every twelve hcurs for a 
minimum of 4 days, with post-therapy cultures within 
2-3 days. 

In the treatment of meningococcal carrier state rec- 
ommended dose is 100 mg. every 12 hours for five 


days. 

DOSAGE AND ADMINISTRATION: INTRAVENOUS. 
Note: Rapid administration is to be avoided. Parenteral 
therapy is indicated only when oral therapy is not 
adequate or tolerated. Oral therapy should be insti- 
tuted as soon as possible. If intravenous therapy is 
given over prolonged periods of time, thrombophle- 
bitis may result 

Adults: Usual adult dose: 200 mg. followed by 100 
mg. every 12 hours and should not exceed 40D mg. in 
24 hours. The drug should be initially dissoived and 
then further diluted to 500-1,000 cc. with either 
Sodium Chloride Injection USP. Dextrose injection 
USP. Dextrose and Sodium Chloride Injection USP. 
Ringer's Injection USP. or Lactated Ringer's Injection 
USP but not in other solutions containing calcium (a 
precipitate may form). 

The reconstituted solutions are stable at room tem- 
perature for 24 hours without significant loss of 
potency. Any unused portions must be discarded after 
that period. The final dilution for administratiam should 
be administered immediately. 

Children: Usual pediatric dose: 4 mq. /kg. followed by 
2 mg./kg. every 12 hours 

In patients with renal impairment: (See "Warnings: ) 

Total dosage should be decreased by reduction of 
recommended individual doses and/or by extending 
time intervals between doses 
HOW SUPPLIED: CAPSULES—Minocycline 
Hydrochloride equivalent to 100 mg Minecycline. 
Hardshell purple and orange. Bottles of 50, 100 and 
Unit Dose 10 x 10s. Product No. 5301 

Minocycline Hydrochloride equivalent to 50 mg. 
Minocycline. Hardshell orange. Bottles of 100 and Unit 
Dose 10 x 10's. Product No. 5300. 

SYRUP —Minocycline Hydrochloride equivalent to 
50 mg. Minocycline per teaspoonful (5 cc.) Preserved 
with propylparaben 0.10% and butylparaben 0.65% with 
Alcohol USP 5% v/v. Custard-flavored in bottles of 2 fl. 
02. Product No. 5313 

INTRAVENOUS — 100 mg. vials of sterile crvodesic- 
cated powder. Product No. 5305. (Combined 10/74) 
MILITARY NSN 6505-00-149-0574 100 mg. I.V. 


cred NSN 6505-00-003-5112 
(50's 
VA NSN 6505-00-003-5112A 


Lederle Laboratories, A Division of 
American Cyanamid Company e 
Pearl River, N Y. 10965 


100 mg. eapsules 
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CURRENT DERMATOLOGIC MANAGEMENT 


Almost totally revised, this new edition offers thorough 
information on virtually all dermatologic diseases. Logi- 
cally divided into three sections, the first investigates 
specific procedures such as electrosurgery, chemosur- 
gery, photoinactivation, etc. The totally rewritten 
second section details specific dermatologic problems. 
Individual entities are arranged alphabetically and 
thoroughly discussed under four headings: introduction, 
diagnostic criteria, management, and bibliography. The 
third section is a practical drug index which lists and 
details all commonly used pharmacologic agents. Each 
chapter has been written by an expert in the field — and 
more than 70 illustrations illuminate their discussions. 


Edited by STUART MADDIN, M.D., F.R.C.P.(C). Drug 
consultant: TERENCE H. BROWN, B.S.P., M.S., Ph.D. 
Editorial assistant: GERALD LYNNE-DAVIES; with 
222 contributors. June, 1975. Approx. 480 pages, 8⁄2” x 
11”, 76 illustrations. About $35.00. 


MOSBY 


TIMES MIRROR 


THE C. V. MOSBY COMPANY 
11830 WESTLINE INDUSTRIAL DRIVE 
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BENISONE® CREAM (betamethasone benzoate) 
Cream 0.025% 

BENISONE® GEL (betamethasone benzoate) 
Gel 0.025% 

For external use only 

CAUTION: Federal law prohibits dispensing 
without prescription. 

Benisone Gel and Benisane Cream contain 
the active fluorinated steroid compound, be- 
tamethasone benzoate, the 17-benzoate ester 
of betamethasone. 

Each gram of 0.025% Gel contains 0.25 mg of 
betamethasone benzoate in a specially for- 
mulated gel base consisting of 13.8% (w/w) al- 
cohol, carboxyvinyl-polyme:. propylene glycol, 
disodium edetate, diisopropanolamine and 
purified water. The gel is self-liquefying, clear, 
greaseless and nonstaining The active ingredi- 
ent is completely solubilizeczand remains in the 
clear film without crystallization after evapora- 
tion of volatile substances. 

Each gram of 0.025% Cream contains 0.25 
mg of betamethasone benzoate in a water- 
washable emollient cream Dase consisting of 
ethoxylated stearyl alcohol, cetyl alcohol, pet- 
rolatum, mineral oil, isopropyl stearate, propyl- 
ene glycol, sodium lauryl sulfate, polyethylene 
glycol, sodium acetate and acetic acid as buf- 
fers, and propyl- and methylparaben as 
preservatives. 

Indications. Benisone (betamethasone ben- 
zoate) Gel and Cream are intended for relief 
of the inflammatory manifestations of cortico- 
steroid-responsive dermatoses 

Contraindications. Topical steroids are contra- 
indicated in viral diseases cf the skin, such as 
varicella and vaccinia. Topical steroids are 
contraindicated in patients with a history of 


hypersensitivity to any of the components of the : 


preparations. 

Benisone (betamethasone benzoate) Gel 
and Cream are not for ophthalmic use. 
Precautions. If irritation develeps, Benisone (be- 
tamethasone benzoate) Gel and Cream should 
be discontinued and appropriate therapy in- 
stituted. 

In the presence of an infection, the use of ap- 
propriate antifungal or antibacterial agents 
should be instituted. If a favorable response 
does not occur promptly, tne corticosteroid 
should be discontinued unti! the infection has 
been adequately controlled. 

If extensive areas are treated, or if the occlu- 
sive technique is used with Benisone Cream, the 
possibility exists of increased*systemic absorp- 
tion of the corticosteroid, and suitable precau- 
tions should be taken. 

Although topical steroids rave not been re- 
ported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant 
females has not absolutely been established. 
Therefore, they should not be used extensively 
on pregnant patients, or in large amounts, or for 
prolonged periods of time. 

Due to the alcohol content of the vehicle, 
Benisone Gel may cause mild, transient sting- 
ing without irritation if used on excoriated skin. 
Adverse Reactions. The following local ad- 
verse reactions have been reported with topical 
corticosteroids: burning sensctions, itching, irri- 
tation, dryness, folliculitis, secondary infection, 
skin atrophy, striae, hypertrichosis, acneform 
eruptions and hypopigmentation 

The following may occur more frequently 
under occlusive dressings with’Benisone Cream 
than without such therapy: maceration of the 
skin, secondary infection, skim atrophy, striae, 
and miliaria. 

D nd Administration. Apply to affected 
areas 2 to 4 times daily as needed. 

supplied. Benisone Gel 0.025% is supplied in 
15 gram (NDC 0047-0280-1&} and 60 gram 
(NDC 0047-0280-60) tubes. 

Benisone Cream 0.025% is supplied in 415 
gram (NDC 0047-0281-15) and 60 gram (NDC 
0047-0281-60) tubes. 

Full information is available on request. 
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It does as much 
for the skin as it 
does for the lesion. 


Benisone Cream moisturizes while it provides 
prompt relief of steroid-resoonsive dermato- 
ses. The emollient base lubricates and oc- 
cludes to help soften and protect treated 
areas. As a result, the steroid penetrates le- 
sions more easily—an important factor where 
scale and plaque exist — and skin stays 
smooth and supple. 
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Guidelines for Therapy 


Recommended Treatment Schedules 
for Gonorrhea—1974 


hysicians ire cautioned to use no 
less than the recommended dos- 
ages of antibiotics. 


UNCOMPLICATED GONOCOCCAL 
INFECTIONS IN MEN AND WOMEN 


Drug Regimen of Choice 

The regimen of choice is aqueous 
procaine peniaillin G, administered at 
a dose of 4.8 million units intramuscu- 
larly, divided into at least two doses 
and injected zt different sites at one 
visit, together with 1 gm of probene- 
cid, by mouth, just before the injec- 
tiens. 
Alternative Regimens 

A. Patients m whom oral therapy is 
preferred should take ampicillin, 
3.5 gm, by mouth, together with 1 
gm probenecid by mouth, admin- 
istered at the same time. There is 
evidence zhat this regimen may 
be slightly less effective than the 
recommended treatment with 
aqueous procaine penicillin G. 

B. Patients who are allergic to the 
penicillins (penicillin G, ampicil- 
lin) or to probenecid or who have 
had an anaphylactic reaction 
should betreated with the follow- 
ing regimens 
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1. Tetracycline hydrochloride, 
1.5 gm initially by mouth, 
followed by 0.5 gm given by 
mouth four times per day for 
four days (total dosage, 9.5 
gm). Other tetracyclines are 
not more effective than tet- 
racycline hydrochloride. All 
tetracyclines are ineffective 
for single-dose therapy. 

2. Spectinomycin — hydrochlo- 
ride, 2.0 gm administered 
intramuseularly, in one injec- 
tion 

Treatment of Sexual Partners 

Men and women with known recent 
exposure to gonorrhea should receive 
the same treatment as individuals 
known to have gonorrhea. Male sex 
partners of persons with gonococcal 
infection must be examined and 
treated because of high prevalence of 
nonsymptomatie urethral gonococcal 
infection in such men. 
Follow-up 

Follow-up culture studies of ure- 
thral and other appropriate culture 
specimens should be obtained from 
men; cervical, anal, and other appro- 
priate culture specimens should be 
obtained from women, 7 to 14 days 
after completion of treatment. 
Treatment Failures 

Most recurrent infection after 
treatment with the recommended 
schedules is due to reinfection. In the 
cases of true treatment failure after 
therapy with penicillin, ampicillin, or 
tetracycline, the patient should be 
treated with 2.0 gm of spectinomycin 


administered intramuscularly. 
Postgonococcal Urethritis 

Patients with postgonococcal ure- 
thritis can be treated with tetracy- 
cline, 0.5 gm, given four times daily by 
mouth, for at least seven days. 
Pharyngeal Infection 

Pharyngeal gonococcal infections 
may be more difficult te treat than 
anogenital gonorrhea. Posttreatment 
culture studies are essential in the 
follow-up for pharyngeal infection. 
The schedules of ampicillin and specti- 
nomycin recommended for anogenital 
gonorrhea are ineffective in the treat- 
ment of pharyngeal gonorrhea. Pa- 
tients with pharyngeal gonorrhea 
whose infection is not eradicated after 
treatment with 4.8 million units of 
aqueous procaine penicillin G plus 1 
gm of probenecid may be treated with 
9.5 gm of tetracycline in the dosage 
schedule outlined previously (see “Al- 
ternative Regimens”). 
Syphilis 

All patients with gonorrhea should 
have a serologic test for syphilis 
performed at the time of diagnosis. 
Patients with a negative reaction to 
the test and without clinical signs of 
syphilis, who are receiving the recom- 
mended parenteral penicillin schedule, 
need not have follow-up serologic tests 
for syphilis. Patients treated with 
ampicillin, spectinomycin, or tetracy- 
cline should have a follow-up serologic 
test for syphilis performed after three 
months to detect inadequately treated 
syphilis. 

Patients with gonorrhea who also 
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have syphilis should be given addi- 
tional treatment appropriate to the 
stage of syphilis. 
Not Recommended Regimen 

Although long-acting forms of peni- 
cillin (such as benzathine penicillin G) 
are effective in syphilotherapy, they 
have NO place in the treatment of 
gonorrhea. Orally administered peni- 
cillin preparations, such as penicillin 
V, are not recommended for the treat- 
ment of gonococcal infection. 


TREATMENT OF UNCOMPLICATED 
GONORRHEA IN PREGNANT 
PATIENTS 


Recommended Therapy 

A. Women who are not allergic to 
penicillin can use one of two 
regimens: aqueous procaine peni- 
cillin G plus probenecid or ampi- 
cillin and probenecid, in the 
dosages described previously. 

B. For pregnant patients who are 
allergic to penicillins, there are 
several possible alternative reg- 
imens (each of which has poten- 
tial disadvantages) 

1. Erythromycin, 1.5 gm taken 
orally, followed by 0.5 gm 
four times a day for four 
days, for a total of 9.5 gm. 
This regimen is safe for 
mother and fetus, but effi- 
cacy has not been establish- 
ed. Erythromycin  estolate 
should not be used in patients 
with underlying liver dis- 
ease. 

2. Cefazolin, 2 gm administered 
intramuscularly, with 1.0 gm 
of probenecid. Because of the 
possibility of  cross-aller- 
genicity between penicillins 
and cephalosporins, this reg- 
imen should not be used in a 
patient with a history of 
penicillin anaphylaxis. 

3. Spectinomycin, 2 gm admin- 
istered intramuscularly. This 
is an effective dose, but 
safety for the fetus has not 
been established. 

Contraindicated Therapy 

Tetracycline should not be used for 
treatment of uncomplicated gonococ- 
cal infection in pregnancy because of 
the potential toxic effects for mother 
and fetus. 


318 Arch Dermatol/Vol 111, March 1975 


ACUTE SALPINGITIS 
(PELVIC INFLAMMATORY 
DISEASE) 


The diagnosis of acute salpingitis 
should be considered in women with 
acute lower abdominal pain and 
adnexal tenderness during pelvic ex- 
amination. Since there are no com- 
pletely reliable clinical criteria on 
which to distinguish gonococcal from 
nongonococcal salpingitis, endocervi- 
cal culture studies for Neisseria gon- 
orrhoeae are essential for such pa- 
tients. Therapy, however, should be 
initiated immediately, without wait- 
ing for the results of the culture 
studies. 

A. Hospitalization: Hospitalization 
should be strongly considered for 
women with suspected salpingitis 
in the following situations 

Uncertain diagnosis, where 
surgical emergencies must be 
excluded 
2. Suspicion of pelvic abscess 
Pregnant patients with sal- 
pingitis 
4. Inability of the patient to 
follow an outpatient regimen 
of oral medication, especially 
because of nausea and vom- 
iting 
5. Failure to respond to outpa- 
tient therapy 
B. Antimicrobial Agents: Controlled 
studies of the treatment of acute 
salpingitis are not available. Ini- 
tial management must AT 

LEAST be adequate for gono- 

coccal salpingitis. The following 

regimens are known to be ade- 
quate for the treatment of gono- 
coccal salpingitis 

1. For outpatients 

a. Tetracycline hydrochlo- 
ride, 1.5 gm, given as a 
single, orally administer- 
ed loading dose, followed 
by 500 mg, taken orally, 
four times daily for ten 
days. 

b. Aqueous procaine peni- 
cillin G, 4.8 million units 
administered intramus- 
cularly, divided into at 
least two doses and in- 
jected at different sites 
at one visit, OR 3.5 gm of 
orally administered am- 


E 


go 


picillin. One gram of 
orally administered pro- 
benecid is given along 
with either penicillin or 
ampicillin, and both 
doses are followed by 
oral administration of 
500 mg cf ampicillin, 
four times daily for ten 
days. 
2. For hospitalized patients 

a. Aqueous crystalline pen- 
icillin G, 20-million units, 
given intravenously each 
day until clear-cut im- 
provement occurs, fol- 
lowed by 500 mg of 
ampicillin taken orally 
four times daily, to 
complete ten days of 
therapy. The need for 
additional er alternative 
antibiotics for the treat- 
ment of nongonococcal 
salpingitis requires 
further study. Since it is 
impossible to distinguish 
gonococcal from nongon- 
ococcal salpingitis clini- 
calli, many physicians 
also use an aminoglyco- 
side in addition to peni- 
cillin or antibioties or 
both, which are effective 


against Bacteroides 
fragilis as initial ther- 
apy. 


b. Tetracycline hydrochlo- 
ride, 500 mg, given in- 
travenously four times 
daily until improvement 
occurs, follewed by 500 
mg taken orally four 
times daily, to complete 
ten days of therapy. This 
regimen should not be 
used for pregnant wom- 
en or for patients with 
renal failure. 

3. Failure of the patient to 
improve while on the recom- 
mended regimens does not 
necessarily indicate the need 
for additional antibiotic ther- 
apy, but requires reassess- 
ment of the possibility of 
other diagnoses and of the 
specific microbial cause. 

C. The effect of the removal of an 
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intrauterine device on the re- 
sponse o acute salpingitis to 
antimicrooial therapy and on the 
risk of recurrent salpingitis re- 
quires further study. 

D. Adequate reatment of women with 
acute gonococcal salpingitis must 
include examination and appro- 
priate treztment of their male sex 
partners because of the high preval- 
ence of monsymptomatic urethral 
gonoeoccal infection in such men. 
Failure to treat male sex partners is 
a major cause of recurrent gono- 
coccal salpingitis. 

E. Follow-up of patients with acute 
salpingitis is essential. All pa- 
tients sheuld have repeat pelvic 
examinations and culture studies 
for gonorrhoeae after ,treat- 
ment. 


DISSEMINATED GONOCOCCAL 
INFECTION 


A. Equally effective treatment 
schecules in the arthritis-derma- 
titis syndrome include the follow- 
ing regimens: 

1. Aqueous crystalline penicillin 

G, 1€ million units per day 
administered intravenously 
for three days, or until there 
is a substantial clinical im- 
provement. This may be fol- 
lowec with ampicillin, 500 mg 
administered four times a 
day crally, to complete seven 
days of antibiotic therapy. 

. Amp-eillin, 3.5 gm adminis- 
tered orally, plus probenecid, 
1.0 gm, followed by ampicil- 
lin, 500 mg four times per 
day erally, for at least seven 
days. 

B. For patients allergic to penicillin 
or probeaecid or both use the 
following regimen: 

1. Tetracycline, 1.5 gm adminis- 
terec orally, followed by 500 
mg cf the drug given orally 
four times a day for at least 
seven days. Tetracycline 
shoud not be used for compli- 
eatec gonococcal infection in 
pregaancy because of poten- 
tial xic effects for mother 
and “etus. 

2. Erytaromycin, 0.5 gm admin- 


bo 
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istered intravenously every 
six hours, for at least three 
days 

C. Additional measures 

l. Hospitalization is indicated 
in patients who are unrelia- 
ble, who have uncertain diag- 
nosis, or who have purulent 
joint effusions or other com- 
plications. 

2. Immobilization of the affect- 
ed joints appears to be help- 
ful. Repeated aspirations and 
saline irrigations appear to 
be beneficial, but controlled 
studies of these procedures 
have not been performed. 
Open drainage of joints other 
than the hip is now generally 
discouraged in patients with 
gonococcal arthritis. 

3. Intra-articular administra- 
tion of penicillin is unneces- 
sary, since penicillin levels in 
the synovial fluid of inflamed 
joints approximate serum 
levels; furthermore, intra- 
articular injection per se may 
produce a toxic synovitis. 

D. Meningitis and endocarditis due 
to the gonococcus require high- 
dose intravenous penicillin thera- 
py (at least 10 million units per 
day) for longer periods; the treat- 
ment period is usually at least ten 
days for meningitis and three to 
four weeks for endocarditis. 


GONOCOCCAL INFECTION 
IN PEDIATRIC PATIENTS 


Pediatric patients encompass those 
from birth to adolescence. When a 
child is postpubertal or weighs more 
than 45.4 Kg (100 Ib) or both, he or she 
should be treated with dosage regi- 
mens previously described for adults. 

WITH GONOCOCCAL INFEC- 
TION IN CHILDREN, THE POSSI- 
BILITY OF CHILD ABUSE MUST 
BE CONSIDERED! 

The efficacy of therapeutic regi- 
mens for uncomplicated and compli- 
cated gonococcal infections of child- 
hood is unproven at present. 
Prevention of Neonatal Infection 

All pregnant women should have 
endocervical culture specimens exam- 
ined for the presence of gonococci as 


an integral part of prenatal care. 
Prevention of Gonococcal Ophthalmia 

A. One percent silver nitrate (do not 
irrigate with saline solution, since 
this may reduce efficacy) 

B. Ophthalmic ointments containing 
tetracycline, erythromycin, or 
neomycin are also probably effec- 
tive 

C. NOT RECOMMENDED: Bacitra- 
cin ointment (not effective) and 
penicillin drops (sensitizing) 


Management of Infants Born to Mothers 
With Gonococcal Infection 

Orogastric and rectal specimens for 
culture studies should be taken from 
all patients. Specimens for blood 
eulture studies should be taken if 
septicemia is suspected. Aqueous crys- 
talline penicillin G, 50,000 units/kg/ 
day should be administered in two 
daily doses intravenously if culture 
studies or Gram-stained smears reveal 
gonococci. The duration of therapy 
should be determined by clinical 
response. In suspected septicemia, an 
aminoglycoside should also be admin- 
istered. 


Neonatal Disease 

A. Gonococcal Ophthalmia: Patient 
should be hospitalized. Antimicro- 
bial agents used in therapy are 
aqueous crystalline penicillin G, 
50,000 units/kg/day, given in two 
or three doses intravenously for 
seven days, PLUS frequent saline 
irrigations and instillation of 
penicillin, tetracycline, or chlo- 
ramphenicol eyedrops. 

B. Complicated Infection: Arthritis 
and septicemia should be treated 
by hospitalization and adminis- 
tration of aqueous crystalline 
penicillin G, 75,000 to 100,000 
units/kg/day, in four doses, or 
procaine penicillin G, 75,000 to 
100,000 units/kg/day, in two 
doses, for seven days. Meningitis 
should be treated with aqueous 
crystalline penicillin G, 100,000 
units/kg/day, divided into two or 
three daily intravenously admin- 
istered doses and continued for at 
least ten days. 

Childhood Disease 

Gonococcal ophthalmia should be 

treated with hospitalization and by 
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the intravenous administration of 
aqueous crystalline penicillin G, 75,000 
to 100,000 units/kg/day, in four doses, 
or intramuscularly administered pro- 
caine penicillin G, 75,000 to 100,000 
units/kg/day, in two doses, for seven 
days, PLUS saline irrigations and 
instillation of penicillin, tetracycline, 
or chloramphenicol eyedrops. Topical 
antibiotic therapy ALONE is NOT 
recommended in the treatment of 
gonococcal ophthalmitis. The source of 
the infection must be identified. 
Uncomplicated vulvovaginitis and 
urethritis usually do not require hospi- 
talization. Both may be treated at one 
visit with intramuscularly adminis- 
tered aqueous procaine penicillin G, 
75,000 to 100,000 units/kg, and pro- 
benecid, 25 mg/kg by mouth. Topical 
and systemic estrogen therapy are of 
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no benefit in the treatment of vulvo- 
vaginitis. All patients should have 
follow-up culture studies performed, 
and the source of infection should be 
identified, examined and treated. 
Infection complicated by peritonitis 
or arthritis should be treated by hospi- 
talization and intravenously adminis- 
tered aqueous crystalline penicillin G, 
75,000 to 100,000 units/kg/day given 
in four doses, or intramuscularly 
administered procaine penicillin G, 
75,000 to 100,000 units/kg/day given 
in two doses for seven days. 
Treatment of patients with allergy 
to penicillin is as follows: Patients 
younger than 6 years of age who have 
uncomplicated disease should be 
treated with erythromycin, 40 mg/ 
kg/day, in four doses by mouth, for 
seven days. Complicated disease 


should be treated with cephalothin, 60 
to 80 mg/kg/day in four doses intra- 
venously, for seven days. Patients 
older than 6 years may be treated with 
a regimen of orally administered 
tetracycline, 25 mg/kg, as an initial 
dose, followed by 40 to 60 mg/kg/day 
in four doses, for seven days, or a 
regimen consisting of intravenously 
administered tetracycline, 15 to 20 
mg/kg/day, in four doses, for seven 
days. 

RALPH HENDERSON, MD 

Director 

Venereal Disease Control 

Division 
Bureau of State Services 
Atlanta 
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Tumor Angiogenic Factor and 
Human Skin Tumors 


John E. Wolf, Jr., MD, Winthrope R. Hubler, Jr., MD 


A transparent acrylic hamster cheek- 
pouch chamber was used to investigate 
the elaboration of a tumor angiogenic fac- 
tor (TAF) by human cutaneous neo- 
plasms; direct tumor implantations, trans- 
filter diffusion, and soluble tumor extracts 
were used in the study. A diffusible and 
filterable TAF was extracted from cutane- 
ous tumors and produced distinctive pat- 
terns of sequential vasodilatation, tor- 
tuosity, and neovascular proliferation in 
the cheek-pouch membrane. Malignant 
human neoplasms (eg, melanoma, basal 
cell epithelioma, squamous cell carci- 
noma, lymphoma) produced striking neo- 


linically and experimentally, the 
survival of tumor implants is 
premised on the evolution of a nutri- 
tionally adequate blood supply. Algire 
and Chalkley’ postulated that tumors 
might produce a substance capable of 
stimulating neovascularization of 
surrounding tissues. Greenblatt and 
Shubik? demonstrated that viable tu- 
mor grafts induced microvascular 
proliferation in the hamster cheek 
pouch, an effect not attenuated by the 
interposition of a permeable mem- 
brane (Millipore) filter. Folkman et 
al? have subsequently isolated and bio- 


chemically characterized a diffus- 
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vascularization; vascular tumors (eg, 
Kaposi sarcoma, pyogenic granuloma, 
vascular histiocytoma) stimulated dra- 
matic hyperemia and ectasia. Angiogen- 
esis was conspicuously absent after im- 
plantation of control materials and nevoid 
or normal cutaneous components (with 
the exception of epidermis). Tumor angi- 
ogenic factor appears to induce direct 
stimulation of endothelial cell mitosis and 
may be essential for survival of nutri- 
tionally ravenous neoplastic tissues. The 
interference with TAF has therapeutic im- 
plications. 


ible tumor angiogenic factor (TAF) 
that is mitogenic for capillary endo- 
thelium. 

Clinical dermatology is replete with 
visually elegant illustrations of tu- 
mor-induced angiogenesis, for ex- 
ample, the striking telangiectatic 
necklace of the basal cell epithelioma. 
In our laboratory, we have employed 
the hamster cheek-pouch preparation 
to establish the association of TAF 
with certain human cutaneous neo- 
plasms. 


MATERIALS AND METHODS 
Hamster Cheek-Pouch Technique 


Adult male and female Syrian golden 
hamsters (Mesocricetus auratus) weighing 
100 to 160 gm were individually housed in 
metal cages and maintained on hamster, 
mouse, and rat feed and water. As prophy- 
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Fig 1.—Transverse section of hamster cheek pouch and acrylate plastic 
chamber prepared for microscopic observations. 


laxis against infection, tetracycline hydro- 
chloride (400 mg/liter) was added to the 
drinking water. The animals were anesthe- 
tized with intraperitoneally injected sodi- 
um pentobarbitol (Nembutol sodium); the 
hair was removed from the cheek-pouch 
area with electric clippers followed by 
chemical depilation; and two-piece trans- 
parent acrylic cheek-pouch chambers were 
inserted, according to the technique of 
Sanders and Shubik* Warren and Shubik,’ 
and Greenblatt et al^ (Fig 1). 

In vivo observations were made daily 
with a light microscope with long-working- 
distance objectives and a stereoscopic bi- 
nocular microscope. Biopsy material from 
neoplasms and cheek-pouch implants were 
fixed with formaldehyde solution and 
stained with hematoxylin-eosin or were 
quick frozen and stained for alkaline 
phosphatase. 


Experimental Design 


The rich vascular bed of the hamster 
cheek-pouch membrane provides an excel- 
lent site for the direct in vivo visualization 
of small blood vessels. Because it is an im- 
munologically privileged resevoir, the 
cheek pouch is able to accept and retain vi- 
able tissue implants with biological quies- 
cence.’ This unusual quality allowed us to 
study the angiogenic impact of a variety of 
human skin tumors. 

First, tumor fragments were implanted 
directly into cheek-pouch chambers. Tu- 
mors were selected from human patients: 
the clinical appearance was recorded pho- 
tographically, and 2.0- to 4.0-mm punch 
biopsy specimens were taken. Approxi- 
mately one half of each biopsy specimen 
was submitted for routine histologic exam- 
ination, and the remaining portion was in- 
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serted into the hamster cheek pouch. All 
material placed in the cheek pouch was 
fresh, unfixed, and was transferred to the 
laboratory in refrigerated sterile physi- 
ological saline solution. Results of studies 
of tumors and control tissues that were ex- 
amined experimentally are listed in Table 
i 

Second, to test for a diffusible angiogen- 
ic factor, tumor implants were separated 
from the cheek-pouch vascular membrane 
by 6.0-mm discs of a microporous mem- 
brane filter (Millipore, Type TH, 25y thick, 
0.454 pore size). The implants were 1.0 to 
4.0 mm in diameter and did not make di- 
rect cellular contact with the pouch mem- 
brane (Table 2). 

Next, a 5x8-cm basal cell epithelioma 
was excised, trimmed of clinically normal 
skin, and homogenized mechanically and 
ultrasonically in the cold with a homoge- 
nizer. The extracted supernatant was cen- 
trifuged at 135,000g for one hour to pro- 
duce a supernatant fraction that was free 
of cellular debris; the lysosomal, micro- 
somal, and mitochondrial subcellular frac- 
tions were discarded. The supernatant was 
passed through a Millipore filter (Type TH, 
125u thick, pore size 0.22”). The 4.0-mm 
discs of Millipore filter (25u thick, 0.45 
pore size) were saturated with this super- 
natant and implanted into the hamster 
cheek-pouch. Control fragments of Milli- 
pore filter paper saturated with sterile 
physiological saline solution or Eagle min- 
imal essential medium (MEM) were also 
implanted. This entire experiment was re- 
peated three times with different but clini- 
cally similar basal cell epitheliomas, other 
cutaneous tumors, and several control sub- 
stances (Table 3). Bacteriologic cultures of 
representative filtrates were taken to ex- 


clude pyogenic infection as a source of 
angiogenic stimulus. 


Controls 


To eliminate the possibility that the vas- 
cular changes were due to nonspecific ef- 
fects of an inflammatory nature, various 
control materials were subjected to the 
same preparative procedures as the cuta- 
neous neoplasms and then implanted into 
hamster cheek-pouch chambers. Controls 
included the following substances: (1) inert 
materials (eg, Millipore filter, cellophane 
dialysis membrane), (2) human tissue (eg, 
whole skin, epidermis, dermis, sebaceous 
hyperplasia), and (3) hamster tissue (eg, 
epidermis, dermis, skeletal muscle, heart, 
liver) (Table 1). 

All tissue was examined in vivo and then 
biopsy specimens were taken; thus the pat- 
terns of neovascularization observed in 
vivo were confirmed in fixed tissue. All ob- 
servations were made between three and 
seven days after the tissue was implanted 
into the hamster cheek pouch. 


Additional Implants 


In a final study, we eschewed the use of 
plastic chambers and implanted tumor 
fragments directly into the everted ham- 
ster cheek pouch after the technique de- 
scribed by Lemon et al.’ Fragments of ba- 
sal cell epithelioma, squamous cell 
carcinoma, and melanoma were implanted 
through 1 to 2 mm incisions in the cheek- 
pouch areolar membrane and contrasted 
with control dermal implants. These im- 
plants were observed grossly and micro- 
scopically for three to seven days, then 
biopsy specimens were taken for routine 
histologic examination. 


RESULTS 


The most accurate assessments of 
vascular proliferation were made by 
daily observation of in vivo cheek- 
pouch chambers, with both a binocu- 
lar stereoscopic dissecting microscope 
and the light microscope with long- 
distance objectives. The use of fixed 
tissue offered the disadvantage of a 
two dimensional, time-static study; 
but photographs of such preparations 
were highly useful for illustrative 
purposes. Staining for alkaline 
phosphatase in tumor implants and 
cheek-pouch membranes enhanced 
the interpretation of vascular altera- 
tion in fixed tissue by effectively de- 
lineating capillary endothelial chan- 
nels.* 
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Fig 2.—Normal vascular architecture of 
hamster cheek pouch wall after chamber 
implantation orly (original magnification 
x 100). | 


$ 


Direct Implantation 


Immeciate'y following the inser- 
tion of transoarent acrylic chambers 
into the hamster cheek pouch, a dimi- 
nution of bloed flow was noted in the 
vascular merabrane of the pouch. A 
few air bubbees were usually present 
and a moderate leukocytic infiltrate 
formed in the first 24 to 36 hours, 
then cleared rapidly. In the absence 
of implantee materials, the pouch 
wall revealed a normal vascular archi- 
tecture with 10 important alterations 
of preexisting vessels and no observ- 
able angiogenesis (Fig 2). 

Implantation of human skin tumor 
grafts directly into the cheek-pouch 
connective tissue stroma at the floor 
of the ehamoer triggered a regular 
and reproducible pattern of vascular 
alteratien (Fig 3). The changes oc- 
curred largely in a zone of 1 to 3 mm 
surrounding the implants and was 
markedly seeuential in nature (Table 
4). 

The earliest changes were a gen- 
eral hyperemia throughout the entire 
chamber (afer 24 to 36 hours) and a 
striking tortiosity and saccular dila- 
tation ef the existing venules and 
capillaries (acter 48 hours). New capil- 
lary sprouts were observed budding 
from existing vessels near the tumor 
grafts as early as 48 hours after im- 
plantation and were generally appar- 
ent at tae third postimplant day. Dur- 
ing the next two to four days, the 
capillary sprouts elongated, formed 
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Fig 3.—Complex vascular arcade produced in hamster cheek-pouch membrane by 
angiogenic implants of basal cell epithelioma (original magnification x 100). 


Table 1.—Vascular Effects of Directly Implanted Materials* 


No. of 
Implant 


Basal cell epithelioma 20 
Squamous cell carcinoma 
Kaposi sarcoma 
Subcutaneous lymphoma 
Melanoma 

Blue nevus 

Nevocellular nevus 
Capillary hemangioma 
“Senile” angioma 
Pyogenic granuloma 
Vascular histiocytoma 
Dermatofibroma 
Sebaceous hyperplasia 
Xanthoma 

Keloid 

Seborrheic keratosis 
Fibrous papule 

Millipore filter 

Dialysis membrane 
Dermis 


Epidermis 
human 
hamster 


Hamster liver 
Hamster cardiac muscle 
Hamster skeletal muscle 


— 
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Viable Implants 


Neovascular 


Tortuosity Vasodilatation Proliferation 
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* Subjective gradations of vascular alterations of the cheek-pouch membrane (0 to 4+) 
were made independently by observers not familiar with the nature of the implanted ma- 
terials and were based upon the extent of vascular changes (tortuosity, vasodilatation, 
number of vessels per viewing field, number of new capillary buds and sprouts) compared 
with control implants. Assessments were recorded from three to seven days after implanta- 
tion. Neovascular proliferation is defined as the formation of new capillary channels. 


loops, grew up and over the edge of 
vascoactive implants and anasto- 
mosed to create intricate, functional 
vascular arcades. Vascularization of 
tumor implants appeared complete 


from four to seven days (average of 
five days) after implantation. 
Several identifiable patterns of 
vascular alteration were produced by 
reactive tumor implants: (1) Kaposi 
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Fig 4.—Irregular, dusky erythematous 
nodules of Kaposi sarcoma. 





Fig 7.—Millipore filter paper saturated 
with physiological saline solution pro- 
duced no important vascular changes in 
hamster cheek pouch (original magnifica- 
tion x 110). 


sarcoma produced a distinctive, dra- 
matie ectasia and tortuosity of exist- 
ing vessels with moderate  neo- 
vascular proliferation. (2) Melanoma 
implants induced moderate vascular 
dilatation, saccular and tortuous in- 
tertwining capillary loops, and new 
vessel formation. (3) Basal cell epithe- 
lioma produced dramatic neovascular 
proliferation with moderate vasodili- 
tation and tortuosity. (4) Benign (eg, 
nevoid) tumors, inert controls, and 
normal tissue induced only mild hy- 
peremia. (5) Vascular histiocytomas, 
pyogenic granulomas, and capillary 
hemangiomas produced both venous 
ectasia and capillary proliferation 
(Table 4). These “patterns” represent 
a dynamic process in which numerous 
alterations of host vessels occur in 
both sequential and overlapping fash- 
ion. Hence, different tissue implants 
appeared to stimulate distinct four- 
dimensional patterns or combinations 
of tortuosity, ectasia, and capillary 
budding. 

Tumor grafts and controls were 
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Fig 5.—Kaposi sarcoma implant in ham- 
ster cheek pouch, with massive reactive 
vasodilatation, venular ectasia, and con- 
volution (hematoxylin-eosin. original mag- 
nification x 18). 





Fig 8.—Basal cell epithelioma implanted 
in hamster cheek pouch producing strik- 
ing saccular vasodilatation and capillary 
angiogenesis (hematoxylin-eosin, original 
magnification x 100). 





Fig 6.—Reactive vascular proliferation 
creeping over edge of a Millipore filter sat- 
urated with basal cell epithelioma filtrate 
(original magnification x 100). 





Fig 9.—Characteristic “pearly” nodule 
with necklace of telangectasia seen in ba- 
sal cell epithelioma implanted directly un- 
der serosal membrane of hamster cheek 
pouch. 


Table 2.—Results of Transfilter-Diffusion Studies * 


Implant 
Basal cell epithelioma 
Melanoma 


No. of Implants 


Capillary Proliferation* 
6 


2 
K 


aposi sarcoma 


S 


ubcutaneous lymphoma 
Nevocellular nevus 
Keloid 


X 


anthoma 
Dermis 





* Studies of neovascularization, with implants placed on Millipore filter discs. A positive 
vasoproliferation response is defined as the induction of new capillary growth in the cheek- 
pouch vascular membrane and is indicated by +, no response is indicated by 0. 


Table 3.—Vascular Effects of Millipore-Filtrates of Homogenized Tissue 
and Controls 


Millipore-Filtrate 
Basal cell epithelioma 
Nevocellular nevus 
Keloid 


No. of Implants 


Capillary Proliferation* 
9 + 


D 


ermis 


Sterile physiological saline solution 
Eagle MEM 





* The induction of neovascu arization in the hamster cheek pouch by various: soluble tumor 
extracts and controls is recorded as positive +, no response is indicated by Q. 
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Fig 10.—Vasedilatation surrounding typical nevocellular nevus (hematoxylin-eosin, 


original magnification x 195). 


characterized 5y their ability to stim- 
ulate tortuosity vasodilatation and/or 
neovascular proliferation and are 
summarized in Table 4. The clinical 
appearance of tumors (Fig 4) was cor- 
related with tae histologic features of 
implants ard associated micro- 
vascular chanzes (Fig 5). 


Transfilter Diffusion Studies 


Several human skin tumors and 
controls were separated from the 
cheek-pouch bed by Millipore filter to 
exclude direc’ cellular contact as an 
angiogenic st mulus. Four malignant 
neoplasms induced capillary prolifer- 
ation, while zhree benign "tumors" 
and human cermis did not produce 
similar changes (Table 2). The se- 
quential vascilar changes were the 
same as those noted previously (Table 
4) and were seen beneath and sur- 
rounding the 2dge of the Millipore fil- 
ter dises. Newly formed capillaries 
proceeded to limb over the Millipore 
filter and reach the centrally placed 
tumor graft. Routine histologic stud- 
ies (staining with hematoxylin-eosin 
or for alkaline phosphatase) helped 
record the pattern and intensity of 
vascular charges and to confirm the 
viability of the implants. 


Effect ef Tumor Extracts 


Millipore filtrates of homogenized 
basal cell epitheliomas uniformly pro- 
voked a dramatic proliferation of new 
capillaries (Table 3) either after di- 
rect application to the cheek-pouch 
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Fig 11.—Massive reactive vasodilatation 
in dermal papilla overlying “vascular” his- 
tiocytoma (hematoxylin-eosin, original 
magnification x 100). 


Table 4.—Sequential Vascular Changes After Implantation of Angiogenically 
Positive Tumor Grafts 


Time After 
Implantation 


24-48 hr 


2 days 


3 days 
4 days 


Vascular Alterations 
Leukocytic infiltrate and air bubbles 


Increased blood flow: tortuosity, beading, and saccular dilatation 
of preexisting vessels 


Budding of newly formed capillary sprouts 
Overgrowth of edge of implanted tumors or filtrate-saturated 


Millipore filter discs; formation of capillary sprouts 


5-7 days 


bed or via saturated discs or angio- 
genically inert Millipore filter (Fig 6). 
No neovascularization was observed 
with filtrates of nevi, keloids, or hu- 
man dermis or with physiological sa- 
line solution or Eagle MEM (Table 
3) (Fig 7). Bacteriologic cultures of 
representative filtrates all were nega- 
tive. 


Everted Cheek Pouch 


Tumor fragments implanted into 
the everted hamster cheek pouch sur- 
vived and evoked grossly and micro- 
scopically observable vascular ectasia 
and proliferation (Fig 8). Implants of 
basal cell epitheliomas produced im- 
pressive clinical replications of their 
parent human tumors—pearly nodules 
with peripheral telangiectasia (Fig 
9). The viability of implants was con- 
firmed histopathologically. 


COMMENT 


The insertion of a transparent aeryl- 
ate plastic chamber into the immuno- 


Arborization of capillaries, forming complex, functioning network 
of new blood vessels 





logically subdued cheek pouch of the 
Syrian golden hamster provides a 
unique opportunity to record the mi- 
crovascular impact of viable tissue 
implants. We used such hamster 
cheek-pouch preparations to observe 
neovascularization with a variety of 
human skin tumors. In spite of their 
obvious visability and accessability, 
cutaneous neoplasms, with the excep- 
tion of melanoma, had not (to our 
knowledge) been previously studied 
for the elaboration of TAF. 
Historically, Ide et al, and Algire 
and Chalkley’ first hypothesized that 
tumors were capable of elaborating 
vasoproliferative substances to insure 
adequate blood supply to the biologi- 
cally ravenous neoplastic tissue. 
Goodall et al and others*'''* ob- 
served reactive vasoproliferation in 
the hamster cheek-pouch membrane 
in response to implants of malignant 
hamster and human tumor. Trans- 
filter studies?'? established the exist- 
ence of a diffusible TAF, and in 1970 
Folkman and colleagues? isolated a 
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diffusible, pharmacologically active 
TAF from several human and animal 
tumors and characterized its physical 
and chemical features. Tumor angi- 
ogenic factor contains 25% RNA, 10% 
protein, 50% carbohydrate, and 15% 
lipid; it is heat labile and cryostable 
and is inactivated by digestion with 
ribonuclease but not with trypsin. Tu- 
mor angiogenic factor is mitogenic 
for vascular endothelial cells; such a 
finding provides a  comfortingly 
mechanistic rationale for its direct 
angiogenic action. 

In the present study, we have con- 
firmed earlier demonstrations of a 
diffusible TAF and extended exper- 
imental studies to include several 
human skin tumors. As in preceding 
investigations, we have labored to es- 
tablish the specificity of the angiogen- 
ic stimulus observed with cutaneous 
neoplasms. Therefore, it is important 
to note the absence of capillary prolif- 
eration with Millipore filter paper, 
cellulose dialysis membrane, sterile 
saline solution, Eagle MEM, human 
and hamster dermis, and the liver, 
heart and skeletal muscle of the ham- 
ster. Earlier studies have shown no 
new vessel growth with hamster con- 
nective tissue, human and hamster 
endometrium," thyroid tissue, and 
hamster spleen. 

Nishioka and Ryan" have observed 
angiogenesis with neonatal hamster 
epidermis, and Wolf and Harrison” 
have isolated a heat-labile, diffusible 
but nondialyzable, protein epidermal 
angiogenic factor. Although the epi- 
dermal angiogenic factor has certain 
unavoidable resemblances to Folk- 
man’s TAF, there are important dif- 
ferences in their biological behavior, 
ie, more tortuosity and vasodilitation 
and earlier onset (two to three days 
vs four to seven days) of neovas- 
cularization with TAF. These dis- 
tinctions are important because some 
of the materials employed in the cur- 
rent study (Table 1) were implanted 
with their epidermal coverings intact. 
This may explain the minimal angi- 
ogenesis noted with blue nevus and 
sebaceous hyperplasia. However, the 
vascular impact of malignant neo- 
plasms and some primarily vascular 
tumors was dramatically different. In 
general, we observed impressive 
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vasoproliferation with malignant 
skin tumors and certain exhuberantly 
vascular neoplasms, such as pyogenic 
granuloma, “vascular” histiocytoma 
(in contrast to dermatofibroma), and 
capillary hemangioma (in contrast to 
the angiogenically placid senile angi- 
oma). Angiogenesis was  conspic- 
uously absent with benign prolifera- 
tions of normal or nevoid skin compo- 
nents (Table 1). 

The tumor-induced vascular 
changes noted in our study were no- 
ticeably sequential (Table 4). Hyper- 
emia preceded venular tortuosity, dil- 
atation, and ectasia, which in turn 
was followed by capillary budding 
and anastomosis and ultimately the 
evolution of a functional vascular ar- 
cade. Hyperemia and dilatation alone 
were noted with several benign tu- 
mors (Table 1)—an observation com- 
patible with the histological appear- 
ance of such benign tumors as 
juvenile melanoma,* dermal nevus 
(Fig 10), and “vascular” histiocytoma 
(Fig 11). 

Malignant neoplasms may produce 
vascular patterns that are metaboli- 
cally’? and morphologically®*:" dis- 
tinct. The human skin tumors ob- 
served in this study demonstrated 
several patterns of the neovascular 
evolution. Melanomas evoked primar- 
ily capillary alteration. Kaposi sar- 
coma induced dramatic ectasia, con- 
volution, and saccular dilatation of 
venules, with only moderate prolifer- 
ation of new capillaries. Basal cell 
epitheliomas induced both vascular 
dilatation and capillary angiogenesis 
of impressive degree. Benign skin tu- 
mors were frequently associated with 
hyperemia and ectasia without sub- 
stantial neovascular proliferation. 
Like basal cell epitheliomas, benign 
vascular tumors induced a combina- 
tion of ectasia and angiogenesis, but 
the reaction was less intense. Clini- 
cally, the microscopic capillary prolif- 
eration of the basal cell epitheliomas 
produced the most characteristic and 
and diagnostically important vascular 
response. Even benign tumors, how- 
ever, may illustrate clinical reflec- 
tions of TAF, for example, the two 
histologically confirmed "vascular" 
histiocytomas (Fig 11) included in the 
study were clinically diagnosed as py- 


ogenic granulomas. 

The results of this and earlier stud- 
ies imply that the vaseular response 
to transplanted tissues varies with 
the type of tissue implant: abundant 
new capillary growth with epidermis, 
vascular tumors, and malignant neo- 
plasms; alteration of preexisting ves- 
sels and occasional minimal angiogen- 
esis with benign tumors and a variety 
of mesodermal tissues. Thus, there 
seems to be no single graft-induced 
vascular pattern, but rather a com- 
plex interaction between  trans- 
planted tissue and host vasculature—a 
dynamic interplay influenced in part 
by at least two angiogenic factors.?'* 
It is not entirely clear whether these 
factors represent unique, biochem- 
ically discrete pharmacologic sub- 
stances or complex mixtures of more 
than one substance. It seems likely, 
however, that benign tumors or "nor- 
mal” tissues are able to survive with 
alterations (tortuosity, dilatation) of 
preexisting blood vessels, while the 
greater metabolic activity of rapidly 
expanding cell types (eg, malignant 
neoplasms or epidermis) demands the 
formation of new vessels for ade- 
quate nutrition. Thus there appears 
to be a spectrum of vascular altera- 
tions induced by normal tissue, be- 
nign-but-altered tissue, and malig- 
nant neoplasms. 

While strong evidence supports the 
existence of a diffusible TAF, the 
exact mechanism of action of this 
humoral substance (or substances) is 
not known. Folkman et al? and oth- 
ers’™? have demonstrated in carefully 
controlled experiments that TAF is 
mitogenic for capillary endothelial 
cells, and it does seem most likely 
that TAF acts directly to stimulate 
endothelial proliferation. Another 
plausible explanation, however, would 
be indirect induction of vascular 
changes through interference with 
substance(s) normally suppressing ex- 
pansion of the endothelial cell popu- 
lation (an endothelial "chalone"). Still 
another alternative mode of action 
could involve vascular proliferation 
secondary to the deposition of a fibrin 
scaffold (either directly or indirectly 
due to cancellation of normally occur- 
ring fibrinolysis). Nishioka and 
Ryan'* and Wolf and Harrison" both 
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demonstrated that fibrin deposition 
was present with epidermally induced 
capillary growth. O'Meara^ has iso- 
lated a humoral factor that stimu- 
lates coagulation at the edge of inva- 
sive tumors suggesting that a fibrin 
network is essential for neoplastic 
growth. Results of a study of fibrin 
deposition ia human skin tumors will 
be presented in a separate report. 
Regardless of its exact mechanism 
of actien, the presence of a soluble 
TAF m human cutaneous neoplasms 
offers certain intriguing dermatologic 
implications Tannock” has presented 
evidence that the rate of growth of 
solid tumos may be directly pro- 
portional tc the proliferation of host 
endothelial cells. Thus, theoretically, 
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it may be possible to limit the growth 
of tumors by blocking their ability to 
induce the formation of new blood 
vessels. Folkman has suggested that 
inactivation of TAF might become a 
therapeutically useful assault on hu- 
man neoplasms.’ Malignant and pre- 
malignant human skin tumors, easily 
observed and often detected at a rela- 
tively early stage of development, 
could be an excellent proving ground 
for this theory. 

Aside from the exciting therapeutic 
potential, the obvious dermatologic 
impact of TAF lies in the clinical ap- 
pearance of skin tumors. Cutaneous 
neoplasms allow the observant clini- 
cian to visualize tumor-induced vascu- 
lar proliferation in the intact tissue. 
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This phenomenon is dramatically il- 
lustrated by telangiectasia overlying 
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and other neoplasms. 
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Orally Given Indomethacin and 


Blood Flow Response to UVL 


Robert A. Greenberg, MD; William H. Eaglstein, MD; 
Herbert Turnier, MSc; Pavel V. Houdek, PhD 


Blood flow in normal skin and skin 
treated with ultraviolet light (UVL) has 
been determined by measuring the clear- 
ance of epicutaneously applied xenon 133 
gas. Mean blood flow in UVL-irradiated 
skin was 25.7 ml/100 gm/min, which is 
about twice that found in normal skin 
(12.2 ml/100 gm/min). Orally adminis- 
tered indomethacin reduced by one third 
the increase in blood flow produced by 
UVL irradiation. 


t has recently been demonstrated 
that topical application of indo- 
methacin solution, following ultravio- 
let light (UVL) irradiation, either de- 
lays or prevents the production of 
UVL-induced erythema.' With the 
use of a visual grading system, Miller 
et al? found that aspirin tablets, 
taken orally following UVL irradia- 
tion, diminish the resulting er- 
ythema. Ramsay and Challoner have 
shown that UVL-induced erythema is 
associated with increased skin blood 
flow.? 
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We have used clearance of epicu- 
taneously applied xenon 133 gas to 
determine blood flow in normal skin, 
in UVL-irradiated skin, and in UVL- 
irradiated skin in subjects treated 
with orally administered indometha- 
cin. Isotope clearance, as a method to 
measure cutaneous blood flow, was in- 
troduced by Kety* in 1949. He moni- 
tored the clearance of water-soluble 
isotopes, which had been injected into 
the skin. The water-soluble isotopes, 
such as sodium 22 and iodine 131, do 
not diffuse freely through intact ves- 
sel walls but enter the vascular space 
through vessel pores. Consequently, 
their clearance does not measure total 
skin blood flow but determines flow 
through the exchange vessels. 

In 1968, Sejrsen? developed a non- 
traumatie method of measuring skin 
blood flow. Radioactive xenon gas 
readily diffuses into the skin from an 
epicutaneous reservoir. Because less 
than 1% of the gas diffuses out of the 
skin, its disappearance is a function 
of the blood flow that carries the xe- 
non gas away from the skin to the 
lungs where it is exhaled. 


METHODS 


A chamber measuring 2.6 cm in diame- 
ter, constructed from the end of a 50-cc sy- 
ringe, was fitted with a three-way stop- 
cock. The chamber was attached to the 


skin of the volar aspect of the forearm 
with a thin rim of double-sided adhesive 
tape. With the use of syringes attached to 
the stopcock, 1 cu em of air was withdrawn 
from the chamber and immediately re- 
placed with 1 cu cm of xenon gas (3 to 5 
millicuries). The gas was left in contact 
with the skin for five minutes, during 
which time a small fraction diffused into 
the skin. The remaining gas in the cham- 
ber was withdrawn, and the chamber was 
removed. Any excess gas was blown away 
from the skin surface, and the application 
site was placed 5 em beneath a 1-inzh so- 
dium iodide crystal for detecticn of 
gamma emissions. Counts per minute 
(cpm) were obtained with a gamma spect- 
rometer, starting one minute after re- 
moval of the chamber, at one-minute inter- 
vals during the first ten minutes, and at 
two-minute intervals thereafter. The count 
rates were corrected for baekground and 
plotted on semilog paper versus time. 
The washout curve of epicutaneously ap- 
plied xenon has two components and is 
composed of the different clearance rates 
of xenon from the dermis and from the 
subcutaneous fat. Xenon is highly soluble 
in lipid, and for this reason, some cf the 
gas leaving the dermis via the venous 
blood is absorbed by the subcutaneous fat. 
For the same reason, the rate of removal 
of xenon from the subcutaneous fat is 
slow. The recorded curve can be resolved in 
the following manner: The mono-exponen- 
tial clearance of xenon 133 fram the subcu- 
taneous fat can be identified after nearly 
all of the isotope has been removed from 
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Counts per Min 


30 





Normal Skin 
TV2 =4.87 min 


Blood Flow =9.9 ml/100 gm/min 


UVL-Exposed Skin 
(2.5 x MED UVL) 


TV2 21.82 min 


Blood Flow =26.7 ml/100 gm/min 


60 90 


Min 


Xenon 133 clearance from normal and UVL-exposed skin. Dots indicate recorded bi- 
exponential washout curves. Broken lines are extrapolations of mono-exponential fat 
clearance cor ponents to time zero, solid lines, mono-exponential clearance curves of 


xenon fram cetaneous tissue alone. 


the dermis (Fizure). This component is ex- 
trapolated to time zero and subtracted 
from the experimentally recorded total 
washout eurve resulting in another mono- 
exponential plet, which is the dermal clear- 
ance componert. 

The initial count rates ranged from 
3X 10° to 3x 1@ cpm, and count rates were 
recorded for a. least 60 minutes to enable 
resolution of t; e washout curve. Blood flow 
was calcuiated by computer analysis (R. L. 
Stone, P. R. Bergstresser, K. M. Halprin et 
al, unpublished data) of the clearance 
curves with tl» following formula: 


à 100 
p — mx x 10 


ml1/100 gm/min, 
where In2 is tne natural log of 2: A is 0.7 
and is the aceepted tissue-to-blood parti- 
tion coefficien' for xenon; T% is the time 
for the initial -oncentration of xenon to be 
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decreased by one half; and F is cutaneous 
blood flow in milliliters per 100 gm per 
minute. 

All subjects were recumbent with the 
forearm at heart level, starting 15 minutes 
before xenon application and throughout 
the counting procedure. Coarse hairs were 
removed with a scissors at least 15 minutes 
prior to xenon application. Room tempera- 
ture was maintained at 23.5+ 0.5 C, and 
the relative humidity was 55% + 5%. 

Two light bulbs (Westinghouse FS-20) 
that provided a continuous output from 285 
to 350 nm, with a peak emission at 310 nm, 
were used as the source of UVL. The min- 
imal erythemal dose (MED) produced by 
this source was defined as the minimal ex- 
posure time necessary to produce a distinct 
erythema, with a sharp margin in the irra- 
diated site 24 hours after irradiation. For 
each volunteer, five 1-sq cm sites were ex- 


posed to UVL for different periods of time 
(two to four minutes) at 30-second incre- 
ments. The distance of the UVL source 
from the skin was 10 cm. The MED was de- 
termined on the skin of the volar aspect of 
the forearm, distal to the sites subjected to 
subsequent UVL exposure for blood flow 
determinations. 

We studied normal male volunteers be- 
tween the ages of 21 and 35, and informed 
consent was obtained from each volunteer 
before his participation. The following 
studies were done: 

l. Blood flow in normal skin: The blood 
flow in the normal skin of the volar aspect 
of the forearms of nine volunteers was 
determined. In three of these volunteers, 
blood flow determinations were repeated in 
the same site after an interval of at least 
two weeks and in a symmetrical site of the 
opposite forearm. 

2. Blood flow following UVL exposure: 
Five volunteers were given 2.5x MED of 
UVL to an area of skin of the volar aspect 
of the forearm that was identical in size to 
that covered by the application chamber. 
Blood flow was determined by xenon 133 
clearance 24 hours after the UVL expo- 
sure; 5X MED of UVL was given to two 
volunteers, and xenon clearance was deter- 
mined 24 hours later. In these two sub- 
jects, forearm blood flow was arrested im- 
mediately prior to application of the xenon 
gas by placing a tourniquet proximal to the 
UVL irradiation site at a pressure of 50 
mm Hg above systolic blood pressure. The 
tourniquet was removed after the first ten 
minutes of count-per-minute recordings. 

3. Blood flow during indomethacin or 
placebo administration following UVL ex- 
posure: For ten volunteers, a site (equal in 
area to the application chamber) from the 
volar aspect of either the right or left fore- 
arm was exposed to UVL from the sun- 
lamp at 10 cm from the surface of the skin 
for ten minutes. The subjects took placebos 
identical in appearance to indomethacin 
(one capsule every six hours), and blood 
flow was determined 24 hours after the 
UVL exposure. Following the blood flow 
determination, a symmetric site on the op- 
posite forearm was irradiated with UVL in 
a fashion identical to the first exposure. 
After this exposure, the subjects took indo- 
methacin capsules (25 mg) at six-hour in- 
tervals (total dose, 100 mg), and blood flow 
was determined in this site 24 hours fol- 
lowing UVL exposure. For each subject, 
both forearms received identical UVL ex- 
posures, which were carried out within 72 
hours of one another. 


RESULTS 


Mean blood flow in normal skin was 
12.2 + 1.1 (SE) ml/100 gm/min 
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(No. =9). Only slight differences were 
observed in symmetrical forearm 
sites and in the same site measured 
at intervals of two or more weeks. 
Xenon was not appreciably cleared 
from the dermis in the two subjects 
who received 5X MED UVL exposure 
when the tourniquet was on, but a 
dramatic decrease in count rate was 
observed after blood flow was re- 
stored. Mean blood flow in the skin of 
volunteers receiving 2.5xMED was 
25.7 + 2.3 (SE) ml/100 mg/min 
(No.=5), which is more than twice 
that found in normal skin. The differ- 
ence between these means is signifi- 
cant (P <.01). Representative clear- 
ance curves for both normal and 
UVL-irradiated skin appear in Fig- 
ure. 

Blood flow in the exposed sites was 
less following oral administration of 
indomethacin than it was following 
oral administration of the placebo in 
nine of the ten volunteers (Table). 
Mean blood flow during therapy with 
orally administered indomethacin was 
21.2 + 1.4 (SE) ml/100 gm/min; dur- 
ing administration of the placebo, it 
was 25.5 + 0.9 (SE) ml/100 gm/min. 
These means are different at the 
P «.01 level when a matched pair 
comparison test is used. Mean blood 
flow in the UVL-exposed skin follow- 
ing placebo administration was 108% 
greater than that found in normal 
skin. Orally administered indometha- 
cin reduced the mean blood flow in 
the UVL-treated sites to 67% of the 
increase resulting when only a pla- 
cebo was taken. 


COMMENT 


Using UVL-induced inflammation 
as a model, we have demonstrated 
that xenon clearance is a useful 
method for quantitating the effect of 
anti-inflammatory agents on an im- 
portant component of inflammation, 
blood flow. Although the visual grad- 
ing system for evaluating the actions 
of anti-inflammatory agents on in- 
flamed skin allows frequent grading 
and permits the simultaneous eval- 
uation of many compounds when they 
are administered locally, its major 
drawback is the necessity of assign- 
ing numerical values to qualitative 
degrees of erythema that may not 
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SE 0. 


/o increase 108 
over normal 
blood flow 





Blood Flow in UVL-Irradiated Skin: Placebo vs Indomethacin Treatment* 


Indomethacin 
Subject Placebo (ml/100 gm/min) Difference 
1 23.0 16.2 +6.8 
2 25.6 21.6 +4.0 
3 26.7 17.0 +9.7 
4 23.8 19.2 +4.6 
5 27.8 18.4 +9.4 
7 21.6 19.3 +23 
8 23.5 19.7 +3.8 
9 24.2 29.3 1 
10 29.8 27.3 12.5 
Mean 25.5 21.2 +4.3 


0, 





* Treatment consisted of 25 mg of indomethacin administered at six-hour intervals for a 


total of four doses. 


correspond to a linear scale. The vi- 
sual system is a poor quantitative 
measure of drug action. 

We have shown that the erythema 
produced by UVL (2.5 x MED) is asso- 
ciated with an increase in cutaneous 
blood flow. Xenon was not cleared 
from skin inflamed from UVL expo- 
sure when blood flow was stopped by 
a tourniquet, indicating that xenon is 
removed primarily by blood flow, and 
not back-diffusion through the in- 
flamed skin. 

Our values for normal skin blood 
flow are greater than those previously 
determined for forearm skin.’ This 
discrepancy might be due to differ- 
ences in technique or the different 
populations studied. We studied vol- 
unteers who are chronically exposed 
to some natural sunlight in a warm 
environment. One or both of these 
climatie factors may cause a persist- 
ent elevation of cutaneous blood flow. 
Regardless of the cause of our appar- 
ently high values for blood flow in 
normal skin, it is still appropriate to 
use these values as a base line for 
comparison of the effects of oral ad- 
ministration of placebo and of indo- 
methacin on skin inflamed from UVL 
exposure. 

Indomethacin, taken orally after 
UVL exposure, was found to diminish 
markedly the increase in blood flow 
caused by UVL irradiation. Prosta- 
glandins have been implicated as pos- 
sible mediators in the sunburn reac- 
tion,’ and indomethacin has been 


shown to inhibit the synthesis of 
prostaglandins.* Consequently, indo- 
methacin may act to reduce blood 
flow in UVL-induced intlammation 
through the inhibition of prostaglan- 
din synthesis in the skin. 


This study was supported by National Insti- 
tutes of Health training grant 5-T01 AMO5262 
and by the Dermatology Foundation of Miami, 
Fla. 


Nonproprietary Name and 
Trademark of Drug 


Indomethacin—Jndocin. 
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Immunoglobulin Deposits in 


Leprematous Leprosy Skin 


Presence cf Deposits in Apparently Uninvolved Skin 


and Occurrence of Serum Antiepithelial Antibodies 


Francisco P. Qrismorio, MD; Thomas H. Rea, MD; Norman E. Levan, MD; George J. Friou, MD 


Immuneglobalin deposits were de- 
tected in ten of 13 biopsy specimens from 
apparently uninvolved skin of patients 
with lepromatcus leprosy. There were de- 
posits of igM a the dermoepidermal junc- 
tion in the skim of five patients, and de- 
posits of IgM along the dermal collagen 
and elastic fibers in the skin of the other 
five. The depcsits were eluted with acid 
buffers and hgh molarity salt solution. 
Circulating IgG antibodies to intercellular 
substance of epithelial cells, similar to 
those presen in pemphigus vulgaris, 
were found in 2596 of patients with lepro- 
matous leprosy who were studied. These 
antibodies ap»eared to be different from 
the skin-boune immunoglobulin deposits. 


mmunoglosulin deposits have been 

found in the clinically involved 
skin of patieats with lepromatous lep- 
rosy. Bullocz and associates! have 
found that these consisted of fine 
granular deposits of IgM localized at 
the dermoep:dermal junction. Similar 
immunoglobalin deposits have been 
reported to be present in the cu- 
taneous lessons of systemic lupus 
erythematosus (SLE) and bullous 
pemphigoid.- Furthermore, in SLE 
patients, these deposits have also 
been detected in the clinically normal 
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skin.‘ By eluting these deposits from 
skin, we and others** have demon- 
strated that the deposits in skin of 
SLE patients contained antinuclear 
and antibasement membrane anti- 
bodies. 

It is conceivable that the immu- 
noglobulin deposits in the skin of 
leprosy patients represent  auto- 
antibodies directed against cutaneous 
antigens. To further investigate the 
nature of these bound immuno- 
globulins, we have studied biopsy 
specimens of apparently uninvolved 
skin of lepromatous leprosy patients 
by direct immunofluorescence (IF). 
We have also tested for serum anti- 
bodies to epithelial antigens. 


MATERIALS AND METHODS 
Skin Biopsy and Serum 
Specimens 


A punch biopsy specimen of evidently 
normal skin (ie, normal to inspection, pal- 
pation, and perception of pin-prick and 
light touch) from the upper part of the 
back or arm was obtained from 13 patients 
with lepromatous leprosy. The tissue was 
at least 7 cm from any lesion attribuble to 
leprosy including erythema nodusum lep- 
rosum (ENL). The clinical features of the 
patients are shown in Table 1. Using the 
clinical criteria of Ridley and Waters,’ all 
patients were classified as having lepro- 
matous leprosy, except patient 11 who was 
classified as having indefinite leproma. 
Two patients had active ENL lesions at the 
time of biopsy. Eight other patients had 
history of ENL. All but one were receiving 
drug therapy of variable durations at the 
time of study. Pieces of clinically normal 
skin were also obtained during autopsy 
from two patients who died o? SLE and 
from another patient who died of myocar- 
dial infarction. The tissue specimens were 
placed in test tubes containing embedding 
medium for frozen tissues, snap-frozen in 


liquid nitrogen, and stored at —70 C until 
processed. 

Sera were obtained from these 13 pa- 
tients and 19 additional patients with lep- 
romatous leprosy. Control sera were taken 
from normal adults and patients with SLE, 
pemphigus vulgaris, and bullous pemphi- 
goid. 


Direct Immunofluorescence Studies 


Sections of skin 6u in thickness were cut 
with a cryostat and placed on gelatin- 
coated slides. The slides were air dried for 
one hour and washed with phosphate-buf- 
fered saline (PBS) 0.01M, pH 7.2, for 30 
minutes. The sections were allowed to re- 
act with fluorescein-labeled antiserum to 
human y-globulin, IgG, IgA, IgM, IgE, 
IgD, C3, and Clq. The characteristics of the 
different antisera are shown in Table 2. 
After washing with PBS, the sections were 
mounted in buffered glycerol and exam- 
ined. Preliminary experiments have 
shown that the initial washing with PBS 
before the conjugate is applied can be 
omitted without affecting specific fluores- 
cence. Conventional blocking experiments 
with corresponding unlabeled antiserum 
were performed to establish specificity of 
the fluorescent reaction. 

Parallel sections of the skin were stained 
with hematoxylin-eosin and with Fite 
stain. 


Biochemical Treatment of 
the Skin Sections 


The effect of enzymatic treatment of the 
skin sections on the immunoglobulin de- 
posits was investigated using methods de- 
scribed previously. ^ The sections were 
treated with deoxyribonuclease, sodium 
metaperiodate, collagenase, and  neur- 
aminidase. In addition, the effect of acidic 
buffer and salt solutions were studied by 
incubating the glass slides containing skin 
sections in staining jars containing PBS; 
2M sodium chloride, citrate buffer, 0.01M, 
pH 3.2; and citrate buffer, 0.01M, pH 2.2 st 
37 C for 18 hours. Thereafter, the sections 
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are allowed to react with the various fluo- 
rescein-labeled antisera. 


Table 1.— Clinical Features of Lepromatous Leprosy Patients 


Elution of Immunoglobulin Patient/ Erythema Duration Duration of Therapy, yr 
Deposits Sex/Age, Nodosum of Clinical AC rto aE, 
yr Leprosum Disease, yr Dapsone Thalidomide 
To characterize the antibody activity of 1/M/29 T 
the deposits, elution of the immunoglob- 2/M/19 $- 
ulins was attempted using the procedure 3/M/44 has 
of Feltkamp and Boode.'^ Briefly, 20 to 40 4/F/19 T 
cryostat sections of the skin were placed in 5/M/32 T 
gelatin-coated slides. These were air dried 6/F/43 t 
and washed with PBS. Thereafter, 0.5 ml 7/M/28 T 
of citrate buffer, 0.01M with pH 2.2, was 8/F/45 T 
layered over the sections and incubated 9/F/63 T 
overnight at 37 C. The buffer was aspi- 10/M/57 - 
rated and neutralized with 0.4N of sodium 11/F/41 - 
hydroxide. The eluates were tested for an- 12/F/31 
tiepithelial and antinuclear antibodies by 13/M/33 





the indirect immunofluorescent method. 


Indirect Immunofluorescence 
Studies 


A 1:10 dilution of serum in PBS was 
screened for antibodies reactive with base- 


Table 2.—Characteristics of Fluorescein Conjugates Used 
ment membrane and intercellular sub- 





stance (anti-ICS) by an indirect IF test Molar Working Concentration, 
using rabbit or guinea pig esophagus as Antiserum F/P Ratio* Dilution mg/ml 
substrate." In some experiments, normal Anti-human 
human skin was used as substrate. y-globulin 
Serum positive for anti-ICS antibodies Anti-IgG 
were absorbed with specific blood-group Anti-IgM 
substances A and B. The blood type was Anti-IgA 
determined by reversed typing using pre- Anti-C3 
washed type A1 and B red blood cells. Spe- Anti-IgE 


cific blood-group substances A and B were * Fluorescein/protein ratio. 
added to heat-inactivated serum (56 C for 
30 minutes) in varying amounts. After in- 
cubation at 37 C for one hour and 4 C over- 
night, the serum specimen was retested 
for anti-ICS antibodies and isohemagglu- 
tin titers, using appropriate red blood cells. 

In two patients with leprosy and one pa- 
tient with pemphigus vulgaris the sera, 
positive for anti-ICS antibodies, were ab- 
sorbed with trichophytin, tuberculin, and 
lepromin.'* 


Fig 1.—Section of clinically normal skin studied by direct immunofluorescence show- 
ing presence of IgM deposits at dermoepidermal junction ( x 560). 


RESULTS 
Direct Immunofluorescence 
Studies 


Immunoglobulin deposits were de- 
tected in ten of the 13 biopsy speci- 
mens from apparently uninvolved skin 
of patients with lepromatous leprosy. 
Two general types of deposits were 
observed. The first type, seen in five 
patients, appeared as a fluorescent 
"band" at the dermoepidermal junc- 
tion (Fig 1); under higher magnifica- 
tion, finely granular deposits of IgM 
could be seen. In one patient, IgG was 
concomitantly found in the dermoepi- 
dermal junction. The second type of 
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deposit consisted of IgM that was 
found along the collagen and elastic 
fibers in the reticular dermis (Fig 2). 
In two biopsy specimens, small aggre- 
gates of IgA were also seen in the 
dermis. No immunoglobulin deposits 
were seen in blood-vessel walls. Tis- 
sue-bound IgE, IgD, C3, and Clq were 
not detected. 

Although they were obtained from 
evidently uninvolved skin, the biopsy 
sections disclosed the presence of 
granulomas showing foamy  his- 
tiocytes and acid-fast bacilli during 
conventional histopathologic stain- 
ing. The localization of the immuno- 
globulin did not correspond to the 
mycobacterial deposits. 


Biochemical Treatment 
of Skin Sections 


The effect of biochemical treatment 
of skin sections on the immunoglob- 
ulin deposits is given in Table 3. The 
deposits were partially eluted by 2M 
NaCl and citrate, pH 3.2, and com- 
pletely abolished by treatment with 
citrate, pH 2.2. In contrast, collage- 
nase, deoxyribonuclease, neuramini- 
dase and metaperiodate did not have 
any effect on deposits. In two SLE pa- 
tients who were studied, the immuno- 
globulin deposits were completely 
eluted with citrate, pH 2.2, and 
metaperiodate. 


Fig 2.—Section of clinically normal skin 
showing presence of IgM along dermal fi- 
bers; small amount of deposit is also pres- 
ent at dermoepidermal junction ( x 560). 
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Elution of Immunoglobulin 
Deposits 


The acid eluates from the skin of 
two leprosy patients that contained 
immunoglobulin deposits at the der- 
moepidermal junction did not react 
with the normal human skin or 
guinea pig esophagus, as shown by 
the indirect IF test. In contrast, 
eluate from the skin of an SLE pa- 
tient contained antinuclear anti- 
bodies. 


Antiepithelial Antibodies 


Antibodies reacting with the inter- 
cellular substance of epithelial cells 
(anti-ICS) were detected in the sera 
of eight of 32 (25%) lepromatous lep- 
rosy patients. Antibodies reactive 
with basement membrane were con- 
cqmitantly present in two sera. The 
anti-ICS antibody gave an morpho- 
logic appearance identical to that of 
the anti-ICS antibody found in the 
sera of patients with pemphigus vul- 
garis (Fig 3). The anti-ICS antibody 
belonged to the IgG class. In one pa- 
tient, anti-ICS antibody belonging to 
the IgA class was also detected. The 
titer of the IgG anti-ICS antibody 
ranged from 1:8 to as high as 1:64. It 
reacted with guinea pig esophagus, 
rabbit esophagus, and normal human 
skin. 

Of the 13 patients whose skin was 
studied for the presence of immuno- 
globulin deposits, only two had anti- 
ICS antibody in their serum. One of 
these two had IgM deposits in the 
dermoepidermal junction, and the 
other did not have any immuno- 
globulin deposits. 

The anti-ICS antibody in two pa- 
tients with leprosy and in one patient 
with pemphigus vulgaris was not in- 
hibited by purified protein derivative, 
lepromin, or trichophytin. When ei- 
ther of the blood-group-specifie sub- 
stances A or B was added at a ratio of 
1 part serum to 9 parts blood-group 
substance, the anti-ICS antibody per- 
sisted in all sera. 

Anti-ICS antibody was not detected 
in the sera of 20 normal adults and 20 
SLE patients. 


COMMENT 


We have confirmed the presence of 
immunoglobulin deposits in the skin 


of patients with lepromatous leprosy. 
Furthermore, we have found that the 
deposits can also be seen in the ap- 
parently uninvolved skin. It must be 
noted however that although gross- 
ly normal, sections of the biopsy 
specimens showed typical granulomas 
with foamy histiocytes and Mycobac- 
terium leprae during conventional 
histopathologic study." 

The localization and the granular 
appearance of the deposits points to 
the possibility that these may repre- 
sent tissue-bound immune complexes. 
These may consist of autoantibodies 
against cutaneous antigens or non-or- 
gan-specific autoantibodies, such as 
antinuclear antibodies. Morphologi- 
cally similar deposits in clinically 
uninvolved skin of SLE patients have 
been shown to contain antibasement 
and antinuclear antibodies.** The elu- 
tion of the deposits by high molarity 
salt solution and acid buffer, which 
can dissociate immune complexes, is 
consistent with the possibility that 
these exist as bound antibody. The 
antibody activity of the deposits is 
not known. Although we have found 
antibodies that reacted with epithe- 
lial antigens in the sera of leprosy pa- 
tients, these appeared different from 
the tissue-bound immunoglobulins. 
While the bound deposits consisted of 
IgM antibody, the circulating anti- 
body was an IgG reacting with in- 
tercellular substance. Furthermore, 
there was no correlation between the 
presence of the immunoglobulin de- 
posits in the skin and the occurrence 
of cireulating anti-ICS antibody. 

Wemambu and associates have 
described the presence of granular 
deposits of immunoglobulin and com- 
plement in perivascular distribution 
in the dermis of lesions from patients 
with erythema nodosum leprosum. The 
distribution of the deposits corre- 
sponded with the areas of polymor- 
phonuclear white cell infiltration. In 
some biopsy specimens, soluble myco- 
bacterial antigens were also detected. 
It has been suggested from these ob- 
servations that ENL is a manifesta- 
tion of an Arthus phenomenon and 
that antibodies to mycobacterial anti- 
gens may be involved. It is possible 
that the IgM deposits present in the 
apparently uninvolved skin are anti- 
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Table 3.—Effect of Biochemical Treatment 
of Skin Sections on the Immunoglobulin Deposits* 


Leprosy Patients 


Treatment 
Buffered saline solution 
NaC1 2M 
Citrate, 0.01M, pH 3.2 
Citrate, 0.01M, pH 2.2 
Collagenase 
Deoxyribonuclease 
Neuraminidase 
Sodium metaperiodate 


SLE Patients 


2 
2+ 
ND 
ND 





* Fluorescent staining graded 4+ to negative (—); D indicates tissue destroyed by enzy- 


matic digestion; ND indicates not done. 


bodies to mycobacterial antigens. Al- 
though there were bacilli present in 
the biopsy specimens, the immuno- 
globulin deposits did not correspond 
with the deposits of bacilli. However, 
it is also possible that antimyco- 
bacterial antibodies may crossreact 
with basement membrane antigens.' 

The presence of the anti-ICS anti- 
body may be a manifestation of a 
general increase of autoantibodies 
found in patients with lepromatous 
leprosy. The levels of antinuclear an- 
tibodies, rheumatoid factors, anti- 
thyroid antibodies, and antibodies to 
testicular antigens have been re- 
ported to be increased in these pa- 
tients.?'*' However these findings 
have not always been uniform.'* We 
did not find an increase in the inci- 
dence of eleven autoantibodies in our 


Fig 3.—Positive indirect immunofluores- 
cent test for anti-intercellular antibody, 
using rabbit esophagus as substrate and 
anti-IgG conjugate ( x 560). 
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group of lepromatous leprosy patients 
compared to a group matched for age, 
sex, and ethnic background.'* 

It is possible that the occurrence of 
the anti-ICS antibody may be related 
to the tissue damage brought about 
by the lepromatous process. Similar 
anti-ICS antibodies have been found 
in patients with other medical condi- 
tions, such as severe skin burns,'' 
maculopapular skin eruptions due to 
adverse reaction to penicillin ther- 
apy,” and cicatricial pemphigoid.” 

Our attempts to elute immuno- 
globulin from the skin biopsy speci- 
mens that was sufficient for further 
characterization was not successful 
primarily because of the small 
amount of tissue available. Elution 
experiments similar to those per- 
formed in SLE skin*** using larger 
pieces of skin are needed to clarify 
further the importance of these de- 
posits. It is also possible that IgM 
deposits are difficult to elute. Investi- 
gators who have used whole organs 
for elution, such as kidney or larger 
pieces of skin, obtained only a trace 
of IgM in the eluates even when the 
deposits were strongly positive for 
IgM by immunofluorescence.*?? 


Supported in part by grant N01-HD-3-2757 
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Granulomatous Pannieulitis 
in Erythema Nodosum 


Lars Fórstróm, MD, Richard K. Winkelmann, MD, PhD 


A group of ten patients with granuloma- 
tous panniculitis was studied; five had 
erythema induratum of the tuberculous or 
the nontuberculous type and five had 
erythema nodosum. In both groups, his- 
tiocytic giant cells and lymphocytic in- 
flammation of the fat were seen micro- 
scopically. Massive caseation was seen 
in the patients who had erythema indura- 
tum, but this was not a distinguishing fea- 
ture between the tuberculous and the 
nontuberculous type. The clinical history 
in all instances was a reliable guide to 
diagnosis. No specific cause was found, 
and treatment was not specific. In granu- 
lomatous panniculitis, the clinical pattern 
of disease is confusing in view of the his- 
tologic findings, and the diagnosis can be 
made with confidence only if the clinical 
findings are carefully correlated to the 
course of the disease. 


he classic granulomatous diseases 

of the subcutaneous fat include 
sarcoidosis, erythema induratum, and 
lipophagic granuloma. However, there 
is a group of patients with micro- 
scopic granulomatous panniculitis in 
whom the clinical pattern of disease 
is confusing in view of the histology. 
We have reviewed these cases in or- 
der to determine whether there are 
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any common and noticeable clinical 
and histologic patterns. Although 
granuloma formation in the subcuta- 
neous fat may be a nonspecific patho- 
logic designation, most of our pa- 
tients with primary granulomatous 
panniculitis could be placed into 
two groups: erythema nodosum and 
erythema induratum of either the 
tuberculous or the nontuberculous 
(nodular vasculitis) type. We studied 
these cases in detail in the hope of 
clarifying the confusion in the di- 
agnosis of erythema nodosum when 
there are chronic granulomatous his- 
tologic findings and of determining 
the differences between erythema 
nodosum and erythema induratum. 


OUR SERIES 
Clinical Data 


The series consisted of ten patients who 
came to the Mayo Clinic from 1964 to 1973 
because of subcutaneous nodules in which 
there was a histopathologic pattern of 
granulomatous panniculitis. The number 
of nodules ranged from twe to many, and 
these mainly involved the lower extrem- 
ities. Five patients had nodules that had 
the clinical appearance of erythema nodo- 
sum, and five had nodules that resembled 
those of erythema induratum (Table 1). 

All five patients with erythema nodosum 
were women. They had red to purple, pain- 
ful, or tender nodules that varied from 1 to 
8 cm in diameter and were located mainly 
on the anterior surface of the legs (Fig 1, 
left). The temperature of the overlying 
skin was elevated. Some of the patients 
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Fig 1.—Left, Erythematous nodules consistent with erythema nodosum (patient 1). Right, Erythema induratum. Bluish brown lesions 


on calves of a black (patient 9). 


Fig 2.—Top left, Lymphohistiocytic panniculitis with minimal 
septal or vessel disease (patient 1). Note giant cells at top of field 
(hematoxylin-eosin, original magnification x 64). Top right, Focal 
histiocytic nodules in panniculus (patient 2) (hematoxylin-eosin, 
original magnification x 160). Bottom left, Diffuse granulomatous 
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panniculitis (patient 4) (hematoxylin-eosin, original magnification 
x 100). Bottom right, Histiocytic, giant-cell, fibrotic reaction of 


panniculus (patient 5) (hematoxylin-eosin, original magnification 
x 100). 
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had a less pronauuced inflammatory com- 
ponent of the o- erlying skin. All patients 
had bilateral noeuies, although one patient 
(No. 3) had nociles that began unilater- 
ally. In some of the patients, nodules also 
developed an the calves and upper extrem- 
ities. There was no ulceration or suppura- 
tion of the nodales. Fever did not occur, 
but one patient (No. 4) had a subfebrile 
temperature of 77.5 C (99.5 F). The nodules 
appeared two w*eks after withdrawal of a 
course of low-dese steroid for rheumatoid 
arthritis from which she had suffered for 
25 years. The orset of nodules was related 
to the exacerbation of her basic disease. 
She was the ony patient who had a joint 
complaint. One patient (No. 2) suffered 
from Hashimoto thyroiditis, and another 
(No. 5) had myxedema. The duration of the 
individual nodu 2s varied from one to three 
months, and tł= duration of the disease 
process frem 4 -o 15 months. In three pa- 
tients (No. 1, 4, and 5), the nodules cleared 
without scarrirz or indentations, leaving 
slight hyperpig mentation and scaling only. 
Two patients (Ec. 2 and 3) had lesions on 
their last follov-up visit. 

The five-patienis with erythema indura- 
tum (three women and two men) had nod- 
ules that were more bluish-brown than red 
and were jess txnder (No. 6 through 9) or 
even asymptonzatic (No. 10), as compared 
to the patients with erythema nodosum. 
The overlying skin, which often was scaly, 
had a normal -r almost normal tempera- 
ture. The nodul#sthad a predilection for the 
calves (Fig 1, rt) but occurred occasion- 
ally on the legs, thigh, and buttocks; one 
patient (No. 8) also had nodules on the up- 
per extremities and the trunk. One patient 
(No. 6) had a lesion that spontaneously 
drained colorless, watery fluid, and another 
patient (No. 7) had purulent material that 
discharged from an ulcerated nodule. None 
of these five p.tients had fever. One (No. 
10) had been tested for carcinoma of the 
breast 28 years prior to the onset of leg 
nodules. 


Laboratory and 
Roentgenologic Findings 


The erythroeyte sedimentation rate was 
moderately elevated in all patients except 
one (No. 8) (Table 2). The highest value, 62 
mm in ome howr. was seen in the patient 
with rheumateid arthritis. The leukocyte 
count was slightly elevated in patient 3. 
One patient No. 2) had hypercalcemia 
(calcium level 12.6 mg/deciliter), hypo- 
phosphatemia phosphate levels from 1.2 to 
2.4 mg/dl), bū normal urine calcium and 
phosphorus levels. The parathyroid hor- 
mone level was elevated to 64ul/Eq/ml. 
There was nc impairment of the kidney 
function, no k 3xey stones, and no signs of 
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Table 1.—Medical History and Clinical Data From Ten Patients With 
Granulomatous Panniculitis 


Nodule 
Duration 


Disease 
Duration 


Patient/Sex/ 
Age, yr 


Location of 


Nodules Remarks 


Erythema Nodosum 


1/F/48 4 mo 2-3 mo 


2/F/55 
3/F/58 
4/F/64 


>1 yr 3 mo 
=8 mo (?) 
5 wk 1 mo 


5/F/81 15 mo (?) 


Anterior surface 
of legs; wrists 


Legs, calves, arms 
Legs, calves 
Legs, forearms 


Anterior surface 
of leas 


Relapses in spring 


Follow-up 2.5 mo, lesions 
healed 


Dead, cause unknown 


Erythema Induratum 


6/F/59 210 yr 6 wk 


7/F/64 215 yr 3 wk 


2mo 
5 mo 


8/M/52 
9/M/37 


>20 yr 
>4.5 yr 
9 mo 


10/F/65 9 mo 





Calves, legs 


Calves, thighs, 
buttocks 


Calves, legs, 
thighs 


Extremities, trunk 
Calves, thighs 


Exposed to tuberculosis 
20 yr before 

Follow-up 4 mo, lesions 
healed; mother had 
active tuberculosis 


Table 2.—Results From Laboratory and Roentgenologic Examinations in Ten 
Patients With Granulomatous Panniculitis 


Leuko- 
cytes, 


Erythrocyte 
Pa- Sedimentation 
tient Rate, 1 hr cu mm 


1 40 6,700 50 
29 6,400 Not done 
43 11,300 50 
62 9,600 125 


40 5,100 Not done 


6,400 12 
8,800 Not done 
10,400 Not done 
5,900 Not done 
6,700 Not done 


* TU indicates tuberculin units. 


bone disease. The test for sarcoidosis was 
negative, and follow-up examination one 
year later failed to show signs or symp- 
toms of sarcoidosis. The elevation in the 
serum calcium level was attributed to pri- 
mary hyperparathyroidism. 

The lupus erythematosus clot test was 
nonreactive in the two patients in whom it 
was performed. Test for antinuclear anti- 
body was positive (undiluted, mixed) in 
two patients (No. 4 and 7) and negative in 
two patients. Test for rheumatoid factor 
was negative in all four patients in whom 
it was carried out, including one (No. 4) 
who had rheumatoid arthritis. Serum am- 
ylase and lipase levels, which were mea- 
sured in one patient only, were normal, as 
was urine amylase in the three patients 


ASO titer, 
Todd units 


Tuberculosis 
Culture, 
Sputum 


Negative 
Not done 
Negative 
Not done 


Purified Protein 
Derivative Skin 
Test, TU* 


Positive (5) 
Not done 
Negative (5) 
Not done 


Chest 
X-ray 
Normal 
Normal 
Normal 


Basal 
fibrosis 


Thickened 
apical 
pleura 

Normal 

Normal 

Normal 

Normal 

Normal 


Negative (25) Negative 


Negative 
Not done 
Negative 
Negative 
Not done 


Positive (5) 
Positive (5) 
Not done 

Positive (5) 
Negative (5) 





studied. Urinalysis gave normal results in 
all patients. 

Roentgenologic examination of the 
lungs showed normal findings in all pa- 
tients with the exception of two (No. 4 and 
5), who demonstrated residual changes af- 
ter inflammatory processes in pleura or 
lungs. Roentgenologic examination of 
hands and feet was performed in two pa- 
tients only. In one of them, the result was 
normal. In the other (No. 4), there were 
changes typical of rheumatoid arthritis; no 
cystic bone changes were seen. 

Culture of urine for Mycobacterium tu- 
berculosis gave negative results in the four 
patients studied. 

Culture of biopsy specimens from the 
nodules showed no growth of aerobic or 
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Fig 3.—Left, Epithelioid granulomas or tubercles, discrete and confluent, in multiple fat 
lobules (hematoxylin-eosin, original magnification x 100). Right, Diffuse granulomatous 
panniculitis with central caseation necrosis (patient 10). Multiple lobules and vessels are 
involved (hematoxylin-eosin, original magnification x 64). 
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Fig 4.—Left, Granulomatous focus or tubercle in fat of patient with typical acute er- 
ythema nodosum (hematoxylin-eosin, original magnification Xx 100). Fight, Massive 
granulomatous panniculitis in subcutaneous fat lobule below dermal lesion of necrotiz- 
ing and granulomatous vasculitis (hematoxylin-eosin, original magnification x 100). 


anaerobic bacteria, fungi, or yeast or 
mycobacteria (eight cases studied). 


Treatment and Course of Disease 


Two patients (No. 1 and 4) were treated 
with aspirin and bed rest only. One patient 
(No. 2) was given prednisone, 50 mg/day 
for eight days but did not obtain relief, 
and potassium iodide for 50 days was not 
effective in another (No. 3). In patient 5, 


338 Arch Dermatol/Vol 111, March 1975 


the nodules healed during iodide treat- 
ment. All patients with erythema indura- 
tum (No. 6 through 10) were treated with 
isoniazid, 5 mg/kg of body weight per day. 
Patient 6 had no response within six 
months of treatment. In another (No. 7), 
the disease did not respond to isoniazid 
therapy within three months; thereafter, 
the use of the drug was stopped because of 
severe diarrhea. In one patient (No. 10), 
the nodules healed, with formation of de- 


pressions within three months of isoniazid 
treatment, and the treatment was contin- 
ued for 12 months. In patients 8 and 9, the 
treatment was instituted too recently to be 
adequately evaluated. 

The follow-up period in the series 
ranged from 2.5 months to 10 years, with 
2,5 years the average. Six patients (No. 2, 
3, 6, 7, 8, and 9) had lesions on their last fol- 
low-up examination. 


Histopathologic Features 


Granulomatous Erythema Nodosum.— All 
five patients demonstrated patchy inflam- 
mation of the subcutaneous fat lobules, 
with a lymphohistiocytic infiltrate. Oc- 
casional fat lobules showed diffuse in- 
volvement in which the lymphocytes pre- 
dominated. Lymphocytic infiltrates were 
observed about both the vessels and the in- 
dividual fat cells (Fig 2, top left). The 
histiocyte-macrophage component always 
was present in such areas. Focal macro- 
phage infiltration about the fat cells was 
observed in all cases (Fig 2, top right). 
Masses of granulomatous nodules, or 
clearly demarcated masses of histiocytic- 
epithelioid cells, involving the fat lobules 
represented the characteristic histopath- 
ologic observation indicative of granulo- 
matous panniculitis. Frequently, the gran- 
ulomas or tubercles were surrounded by 
lymphocytes, but occasionally they were 
not; this raised the question of the possi- 
bility of sarcoidosis (Fig 2, bottom left). 
Caseation was never seen. Giant cells were 
frequently observed in the tubercles or 
granulomas, and at times, they were the 
striking feature of the pathologic process. 
These were foreign-body giant cells with 
clumping of nuclei. No foreign material 
was observed within them, and results of 
polaroscopy were negative in all cases. No 
asteroid or Schaumann bodies were found. 
The giant cell-histiocyte masses replaced 
most of the fat lobules in two of the five 
cases (Fig 2, bottom right). Septal thick- 
ening was observed only in these two 
cases, and we believe that this reflects the 
diffuse granulomatous change within the 
fat lobule. Occasional polymorphonuclear 
leukocytes were observed in diffuse areas 
of involvement. In No. 5, many plasma 
cells were seen and some hyaline material, 
which was not amyloid, was found in 
the septae. No notable vascular changes 
or dermal or epidermal changes were 
observed. 

Erythema Induratum, Tuberculous and 
Nontuberculous (Nodular Vasculitis).—The 
long-standing nature of the lesions in 
these patients was demonstrated by dif- 
fuse granuloma formation in the fat (Fig 
3, left). Caseation was the striking feature 
(Fig 3, right), both in the focal granulomas 
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and in generalized granulomatous areas of 
the fat lobules. “he caseation caused a loss 
of cell details amd slight eosinophilia of the 
granulomatous areas, with some infil- 
tration by polwmorphonuclear leukocytes. 
In all cases, the same lymphohistiocytic in- 
filtrate as seen in No. 1 through 5 was ob- 
served in some-areas of the fat lobules. In 
addition to haring granuloma formation, 
two patients had lymphocytic nodular 
masses alone in the fat lobules. Peri- 
vascular granuloma formation was ob- 
served about muscular vessels outside the 
fat lobules im two patients. Endarterial 
thrombosis of a large muscular artery was 
observed in ore patient. Number 9 had a 
lymphohistioc-tic patchy infiltrate and 
granulomas in the fat in the first biopsy 
specimen. Tw» years later, another biopsy 
specimen showed typical caseation and 
granuloma formation. In two patients with 
long histories of granuloma formation, fi- 
brosis was present within the fat lobules. 


COMMENT 


Erythema nodosum alone demon- 
strates a dinieal pattern similar to 
that seen .n our five patients with 
erythema nodosum plus granuloma- 
tous panniculitis. All five of our 
patients had tender, warm, erythe- 
matous nciules located on the ante- 
rior surface of the legs and lasting 4 
to 12 weeks. Migration of the nodules 
was not cbserved. The lesions were 
bilateral ia all patients. Although the 
duration »f the nodules was longer 
than in fypical erythema nodosum, 
the lesiors did not have the bluish- 
brown, painless, pigmented appear- 
ance wit! normal skin temperature 
that was .een in our patients who had 
erytheme induratum or its nontuber- 
culous variant, nodular vasculitis. It is 
known tkat the duration of erythema 
nodesum varies according to the 
cause of the eruption, being longest 
when the cause is unknown and when 
triggered by sarcoidosis.’ None of our 
patients had evidence of sarcoidosis, 
though cne (No. 2) may have had such 
evidence. The cause is unexplained 
in these cases, as often is true in 
long-standing erythema nodosum. The 
erythroeyte sedimentation rate corre- 
sponds generally to that seen in typi- 
cal erytaema nodosum after the acute 
phase. The sex distribution is in 
agreement with that seen in erythe- 
ma ncjosum. Similarly, erythema 
nodosum is a disease that is now seen 
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more frequently in adults than it was 
years ago. 

Histopathologically, erythema no- 
dosum is characterized by a poly- 
morphous appearance of many ele- 
ments involving blood vessels, septae, 
and fat lobules, as pointed out by Lóf- 
gren and Wahlgren? and Miescher.* 
Acute septal inflammation around the 
veins is a characteristic finding. The 
cellular inflammation involving the 
veins may be predominantly lympho- 
cytic or polymorphonuclear leuko- 
cytic. This inflammation may extend 
into the fat; when it does, extension is 
usually in areas contiguous to the ves- 
sel inflammation. Lymphocytic nod- 
ules in the panniculus are sometimes 
seen. Hemorrhage from the vessel in- 
flammation is characteristic. The sep- 
tal change may develop into a chronic 
granuloma with vascular granulation 
tissue proliferation, as in Vilanova 
and Pifol’s migratory panniculitis. 
The fat lobules may become the site 
not only of focal histiocytic “Miescher 
granulomas”! (Fig 4, left) but also of 
larger massive granulomatous in- 
volvement, aS was seen in our pa- 
tients. In these, the gross and histo- 
logic abnormalities persist longer, 
and this may be considered as a 
chronic form of erythema nodosum. 

Histiocytie reaction has been con- 
sidered part of erythema nodosum, 
but this was never prominent enough 
so that granulomatous disease could 
be confused with it. Montgomery: 
noted but did not comment on tuber- 
culoid erythema nodosum. Lófgren 
and Wahlgren’ noted foci of histiocyt- 
ic granulomas in erythema nodosum. 
Although they discussed foreign-body 
giant cells, they did not emphasize 
the development of granulomatous 
disease. Michelson* emphasized that 
the older lesions contained more his- 
tiocytes, but he did not consider the 
possibility that histiocytic granulo- 
mas could develop to the extent that 
erythema induratum or sarcoidosis 
would be considered in the diagnosis. 

"Nodular vasculitis" was the term 
used for the condition involving un- 
classified red, inflammatory nodular 
lesions of the legs in middle-aged 
women who had nonspecific granulo- 
matous histologic abnormalities of 
the vessels, fat, and septae. The use 


of this term by Montgomery at al’ 
was accepted by clinicians in all parts 
of the world, but the term has been so 
variously used that it now has come 
to mean nontubereulous erythema in- 
duratum. This limitation relates it to 
specific pathologic changes, a specifie 
clinical constellation, and a classic 
chronic course. We believe that pa- 
tients 1 through 5 do not fit this cate- 
gory but that clinically, the condition 
is erythema nodosum with granulo- 
matous changes in the panniculus. 
The other five patients (No. 6 through 
10) clinically and histologically may 
be considered as representing ery- 
thema induratum or its nontuber- 
culous variant, nodular vasculitis. 

The term “chronic erythema nodo- 
sum,” which has been used to describe 
erythema nodosum of long duration, 
is descriptive but is confusing be 
cause of the inclusion of such diseases 
as nodular vasculitis and erythema 
induratum,® diseases that differ from 
erythema nodosum clinically as well 
as on immunofluorescence studies.*^^ 
Erythema nodosum migrans has been 
described as a variant of erythema 
nodosum, characterized by migrating 
nodules, the histologie abnormalities 
of which are those of typical ery- 
thema nodosum." Vilanova and Pi- 
fol's subacute nodular migratory 
panniculitis shows the same clinical 
pattern and course as does erythema 
nodosum migrans but is considered to 
have distinct histopathologic find- 
ings,'*'' differing from the granulo- 
matous panniculitis observed in the 
present series. The septal granuloma, 
the septal fibrosis, and the inflamma- 
tory destruction of fat with replace- 
ment by granulation tissue and pro- 
liferation of small blood vessels 
characterize migratory panniculitis. 
We contend that acute erythema 
nodosum, chronic and granulomatous 
erythema nodosum, and migratory 
panniculitis are all clinical forms of 
the same basic process. In the litera- 
ture, each form has its own separate 
description, incorrectly implying a to- 
tally unique disease process. 

In addition to sarcoidosis and 
erythema induratum, several other 
diseases that first appear as subacute 
nodules with granuloma formation 
were considered in the differential 
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diagnosis of No. 1 through 5. Deep 
mycosis was excluded by PAS-stained 
and methenamine silver-stained bi- 
opsy specimens in all cases and by 
culture of the biopsy specimen for 
fungus in three cases. Syphilis was 
excluded on the basis of serologic 
testing. Foreign-body granuloma was 
excluded by polaroscopy, which also 
excluded the possibility of poststeroid 
pannieulitis (No. 4), in which bire- 
fringent crystals can be demonstrated 
in the subcutaneous tissue. 5 Thor- 
ough work-up did not disclose signs or 
symptoms of lymphoma. Leprosy was 
not seriously considered because of 
the absence both of dermal involve- 
ment and of inflammation of the 
nerves. Granulomatous vasculitis can 
extend into the fat, causing a granu- 
lomatous panniculitis (Fig 4, right) 
similar to that described in our series. 
However, in our patients, the dermis 
was free of inflammation. The vessel 
changes were minimal on serial sec- 
tions, thus excluding the possibility 
of thrombophlebitis. The absence of 
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blood vessel changes reduced the pos- 
sibility of pernio. There was no accen- 
tuation during the cold season. 
Weber-Christian syndrome and lipo- 
granulomatosis subcutanea of Roth- 


mann-Makai have different clinical 


features and have a characteristic 
histologic pattern in the later stage. 
In panniculitis associated with pan- 
creatic disease, the predominant fea- 
ture is fat necrosis, which can be 
surrounded by a mixed granuloma- 
tous infiltrate. 

Our patients with cases of clinically 
typical erythema nodosum and the 
histologic features of granulomatous 
panniculitis would be confusing to 
most dermatologists. Both the clini- 
cian and histopathologist must be 
aware of this possibility because, in 
dealing with nodular lesions of the 
legs, erythema nodosum is not ex- 
cluded on the basis of granulomatous 
histologic findings, if the clinical 
course and quality of the lesions are 
typical of erythema nodosum. 

Chronic inflammation of the fat 
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can lead to granuloma formation 
whether the cause is infectious, trau- 
matic, immunologic, or idiopathic as 
in many cases of erythema nodosum, 
nontuberculous erythema induratum, 
and Weber-Christian disease. In most 
instances, the course ef histopatho- 
logic events is acute inflammation 
related to leukocytic mfiltrate and 
necrosis, the evolution of subacute in- 
flammation related to lymphocytes, 
and finally, histiocytic and giant cell 
infiltration of tissues yielding chronic 
inflammatory changes. 

Our series does not offer any new 
information on the cause of the dis- 
ease. At present, we believe that any 
of the known causes ef erythema 
nodosum can evolve this pattern of 
disease based on the individual pa- 
tient response. In typical erythema 
nodosum, the histologic features are 
the same irrespective of the cause of 
the eruption. However, we believe 
that a prospective study of granulo- 
matous erythema nodosum should be 
made to search for unique causes. 
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Case Reports 





Lupus Erythematosus Profundus 


Following Thrombocytopenic Purpura 


Burton Zweiman, MD, FACP; Russell H. Tomar, MD; Paul R. Gross, MD 


A patient with thrombocytopenic pur- 
pura subsequentiy exhibited skin lesions 
of lupus erythematosus profundus, serosi- 
tis, and serum antinuclear antibodies. 
Immunogiobulins and complement were 
found in the dermoepidermal junction of 
active skin lesiors. Also of note was the 
presence of possible systemic lupus ery- 
thematosus in his mother. 


T: erythematosus profundus ap- 
pears to be an unusual clinical 


variant of lupus erythematosus (LE) 
in which cutaneous inflammatory re- 
actions occur ir deeper dermis, lead- 
ing to appearance of striking subcu- 
taneous nodules. Since  Milner's 
description in :953,' it has been ob- 
served that a number of patients with 
LE profundus may exhibit clinical or 
laboratory marifestations associated 
with systemic lupus erythematosus 
(SLE). The case reported here is note- 
worthy in that the patient initially 
manifested thrombocytopenic pur- 
pura about ter years before the ap- 
pearanee of the typical lesions of LE 
profundus. 
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REPORT OF A CASE 
First Hospitalization 


An 18-year-old white man was admitted 
to the Hospital of the University of Penn- 
sylvania on Nov 30, 1951, with a six-week 
history of epistaxis and purpuric lesions of 
the legs, groin, and trunk. Although he was 
treated with adrenocorticotropic hormone 
(ACTH) in another hospital, his disease 
progressed to include fever, weight loss, 
and increasing headache with other neuro- 
logic manifestations. There were no joint 
or abdominal symptoms, and he denied ex- 
posure to any known toxin or medication. 
Several months prior to admission, he had 
noted two quarter-sized areas of alopecia 
that appeared transiently. His family his- 
tory was entirely noncontributory. 

Physical Examination Findings.—On phys- 
ical examination, the patient's tempera- 
ture was 37 C (98.6 F); blood pressure, 
110/70 mm Hg; pulse rate, 90 beats per 
minute; respirations, 14 per minute. The 
patient was well-developed and well-nour- 
ished, but was in acute distress because of 
severe headaches. There were multiple flat 
petechial and eechymotic lesions over ex- 
tensive areas of the trunk and extremities 
and hemorrhages in the palatal, buccal, 
and subconjunctival areas. No alopecia or 
other skin lesions were noted. Multiple 
small, shotty lymph nodes were palpated in 
several areas. There were no other abnor- 
mal findings. 

Laboratory Findings.—Laboratory studies 
showed a hemoglobin value of 14.2 gm/100 
ml, with 3% reticulocytes. The leukocyte 
count was 8,600, with normal differential. 
Sedimentation rate, was 28 mm/hr. Re- 
sults of coagulation studies were as fol- 
lows: bleeding time, 20 minutes; clotting 


time (Lee White), 14 minutes; one-stage 
prothrombin time, 59% of normal value; 
platelet count, 16,000 and 20,000 on two 
determinations. Otner values were blood 
urea nitrogen (BUN), 15 mg/100 ml; fast- 
ing blood sugar, 85 mg/100 ml; serum albu- 
min, 3.2 gm/100 ml; serum globulin, 3.1 
gm/100 ml. Urinalysis showed 30 red blood 
cells (RBC) per high power field, with a 
positive test for occult blood. Serologic test 
(Kolmer and Kline) for syphilis (STS) were 
negative. Lumbar puncture showed an 
opening pressure of 300 to 350 mm H,O; 
grossly xanthrochromic fluid, with 2,400 
crenated RBC per cubic centimeter; and no 
leukocytes. The cerebrospinal fluid (CSF) 
protein value was 74, and culture studies of 
this fluid showed no growth. Lupus er- 
ythematosus preparations were not done. 

Because it was thought that the patient 
had sustained an intracranial hemorrhage 
secondary to idiopathic thrombocytopenic 
purpura, a splenectomy was carried out 
promptly. His postoperative course was 
uneventful with a decrease in purpuric 
manifestations. His platelet count did not 
rise above 90,000, despite the addition of 
ACTH therapy. Bone marrow examina- 
tions carried out both before and following 
the surgery showed adequate megakaryc- 
cyte activity. The splenic tissue removed at 
surgery was normal, except for some me- 
dial hypertrophy of the arterioles. The 
possibility that the persistent thrombe- 
cytopenia was due to the presence of un- 
recognized accessory splenic tissue was 
considered unlikely, and the patient was 
discharged on a regimen of cortisone ace- 
tate, 50 mg/day. 


Second Hospitalization 


The patient was re-admitted on June 17, 
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1957, because of an emotional stress-re- 
lated episode of eczematous intertriginous 
dermatitis with secondary infection of the 
skin. These symptoms had started three to 
four months prior to admission, with se- 
vere self-excoriation of the inguinal and 
axillary areas, which later involved both 
legs and arms. These were associated with 
secondary furuncles, paronychias, but not 
purpura. In a general system review, it 
was apparent that the patient had experi- 
enced no bleeding or other systemic diffi- 
culties since his splenectomy and gradual 
tapering of steroid dosage during the next 
year. Alopecia had occurred intermittently 
in a patchy distribution for several years, 
becoming more severe several months prior 
to admission. It was noncicatricial and 
clinically consistent with a diagnosis of 
alopecia areata. 

Physical Examination Findings.—Physical 
examination showed that the conjunctivae 
were injected and the nares crusted with 
excoriated nasal muscosa and blood exu- 
date. The scalp showed a moth-eaten ap- 
pearance, with evidence of the result of 
new regrowth of hair in areas of preceding 
alopecia areata, with substantial bitempo- 
ral recession. There were severely exco- 
riated and oozing erythematous areas in 
the inguinal, perianal, and intertriginous 
toe areas, with multiple paronychiae and 
furuncles in all stages of evolution, ex- 
coriation, and involution. 

Laboratory Findings.—Laboratory studies 
showed the following values: hemoglobin, 
13.7 gm/100 ml; WBC, 11,800, with 85% 
neutrophils, 1% monocytes, and 15% lym- 
phocytes; sedimentation rate (Wintrobe), 
42 mm/hr. Urinalysis showed the following 
findings: specific gravity, 1.025; protein, 0; 
sugar, 0; sediment, negative. The platelet 
count was 378,000; the protein-bound io- 
dine value was 4.6ug/100 ml; the serum al- 
bumin value was 4.2 gm/100 ml; and the 
globulin value was 3.2 gm/100 ml. 

The patient improved considerably while 
being treated with compresses, hexachlo- 
rophene (pHisoHex) scrubs, and antibiotic 
lotion, along with several days’ treatment 
with ACTH, prednisolone, and systemic 
antibiotic therapy, and was discharged. 
During the next year, he was followed up 
closely in the Dermatology Clinic and 
treated with a variety of topically applied 
preparations containing corticosteroids 
with or without neomycin sulfate. 

During this period, repeat laboratory 
tests showed a hemoglobin value of 15 
gm/100 ml; WBC count, 6,200; and platelet 
count, 301,000. Although his dermatologic 
picture improved intermittently, the ap- 
pearance of a persistent annular dusky er- 
ythematous scaling lesion with telangiec- 
tasia on the right cheek prompted biopsies 
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of this site as well as of an area of alo- 
pecia. The area of alopecia was described 
as erythematous with central atrophy. The 
pathologic picture of these two biopsy 
specimens was thought to be compatible 
with the diagnosis of lupus erythematosus. 

Studies carried out at this time showed 
a normal urinalysis result, negative LE 
preparation, a serum albumin value of 4.2 
gm/100 ml, and a globulin value of 3.9 
gm/100 ml. Treatment with chloroquine, 
250 mg twice daily, and use of a sun- 
screening preparation resulted in a clear- 
ing of the skin lesions, with a stable hema- 
tologic picture and persistently negative 
LE cell preparations. | 

In January 1961, a new skin lesion devel- 
oped on the right cheek, with a papular red 
rash over the right eyebrow. Although 
there was no evidence of other systemic in- 
volvement, the patient's leukocyte count 
was persistently low at 4,600; and his 
platelet count had fallen to 64,000. Follow- 
ing treatment with two short courses of 
prednisone during the next year, the WBC 
count was 4,400; and the platelet count 
was 311,000. Chloroquine therapy had been 
discontinued because of gastrointestinal 
intolerance, and treatment with topical 
steroids under occlusive dressing was em- 
ployed. 

During the succeeding years, skin nod- 
ules were observed to appear transiently 
in several areas of the body. Leukocyte 
counts generally were in the 3,500 to 5,000 
range, with normal platelet levels during 
continuous treatment with 5 to 10 mg of 
prednisone daily. In August 1965, follow- 
ing a day of heavy exposure to sunlight, 
there was an episode of fever, chills, 
pleuritic chest pain on the left side, and 
a diffuse erythematous rash on the back 
without joint pains or other symptoms. A 
chest x-ray film showed a left pleural effu- 
sion. Laboratory data included unchanged 
hemogram and urinalysis results; the BUN 
value was 12 mg/100 ml; and two LE cell 
preparations were negative. There was a 
prompt symptomatic remission when the 
prednisone dosage was increased tran- 
siently to 40 mg/day. 


Third Hospitalization 


The patient was admitted on Dec 6, 1967, 
because of recurrence of left-sided pleurit- 
ic chest pain, slight fever, and generalized 
malaise that responded transiently to in- 
crease in the dose of prednisone to 20 
mg/day. 

Physical Examination Findings.—During 
physical examination, the patient was anx- 
ious but in no acute distress. His tempera- 
ture was 36.7 C (98 F); pulse rate was 108 
beats per minute; respirations, 18 per min- 
ute; and blood pressure, 120/80 mm Hg. 


The scalp showed cicatricial alopecia with 
no erythema or scaling. There was atrophy 
of the subcutaneous tissues of the cheeks 
(Fig 1). On the upper part of the back and 
both deltoid regions there were nontender, 
tumid, deep nodules varying in size from 2 
to 5 em. The skin overlying these areas of 
nodularity presented one of three differ- 
ent appearances: clinically normal in some 
areas; mild erythema with scaling; or a re- 
ticulated accentuated vascular pattern. 
Areas of atrophy were noted adjacent to 
the infiltrated masses in several locations. 
There was slight inspiratory lag of the left 
hemithorax, with dullness to percussion at 
the left base. The rest of the physical ex- 
amination showed no abnormalities. 

Laboratory Findings.—Laberatory studies 
showed the following values: hemoglobin, 
17 gm/100 ml; WBC count, 4,700, with 
60% neutrophils, 3% band forms, 10% mono- 
cytes, and 27% lymphocytes; platelet count, 
216,000; reticulocytes, 1.3%. Urinalysis 
showed a specific gravity of 1.025; protein, 
0; sugar, 0; sediment, 1 to 3 WBC per high 
power field; fasting blood sugar, 55 mg/100 
ml. Other values were BUN, 14 mg/100 ml; 
creatinine, 0.9 mg/100 mk calcium, 9.8 
mg/100 ml; phosphate, 3.5 mg/100 ml; the 
STS was nonreactive; latex fixation test 
showed a titer of 1:40; alkaline phospha- 
tase, 32 units (within normal limits); se- 
rum glutamic oxaloacetic transaminase, 29 
units; sulfobromophthalein retention, 11%. 
Culture studies of urine and sputum 
showed no pathogens. The LE cell prepara- 
tion was negative. 

Antinuclear factor determination by im- 
munofluorescent technique was positive in 
1:10 dilution on two occasions, using ace- 
tone-fixed frozen sections of mouse liver as 
a substrate. The pattern of nuclear fluo- 
rescence was "diffuse." Results of bone 
marrow examination were within normal 
limits. Electrocardiogram showed sinus 
tachycardia without other abnormalities. 
A chest x-ray film showed a small residual 
pleural effusion on the left without other 
abnormalities. Serum proteimelectrophore- 
sis showed slight elevation in f-globulins 
(1.1 gm/100 ml) and y-globulin (1.5 gm/100 
ml). 

A biopsy specimen of a nodular lesion 
showed an inflammatory proeess involving 
the deep dermis and fat (Fig 2). Lympho- 
cytie infiltrates were present around the 
arterioles and larger thin-walled vessels of 
the deep dermis. The inflammatory process 
extended into the underlying adipose tis- 
sue, with extensive fat necrosis. The histo- 
logie picture was considered compatible 
with the diagnosis of LE profundus. 

Frozen sections of another biopsy speci- 
men from the same area were fixed in ace- 
tone at room temperature forten minutes; 
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they were ther dried and incubated for 30 
minutes with Tuorescein-conjugated goat 
antiserum agamst either (1) human immu- 
noglobulins, cr (2) human  f,C-globu- 


` ]lin/B, A-giobuli. After thorough washing, 


the sections were coded and read in a dark 
field microscope with a mereury 200 W 
lamp and type 12 exciter filter. An intense 
diffuse fluores ent band was seen in the 
dermoepiderma! junction, with slight fluo- 
rescence im and around the vessels of the 
dermis in seccions incubated with either 
antiserum (Fig 3). This specificity of the 
staining was shown in inhibition control 
studies. Replmate frozen sections were 
incubated wh unconjugated antisera 
against either human IgG or human f,C- 
globulin and j,A-globulin, washed, and 
then incubatec with respective fluorescein- 
conjugated anziserum. There was little or 
no fluoreseenc= seen in these sections. 

Serum specmmens from the patient and 
age-matched mormal control subjects were 
also incubatec for 30 minutes with ace- 
tone-fixed fro»en sections of normal skin. 
The tissme specimens were then washed 
and incubated with fluorescein-conjugated 
antihuman immunoglobulins. They were 
subsequently washed, mounted, coded, and 
examined as cescribed previously. No sub- 
stantial immunofluorescence was seen at 
the dermoepieermal junction. 

In the past live years, the patient's clini- 
eal status has Deen relatively stable during 
daily treatmeat with 5 to 15 mg of predni- 
sone, 200 mg of hydroxychloroquine sul- 
fate, and var-ing doses of salicylates. At 
present, the sxin shows substantial subcu- 


` taneous atropmy of the deltoid regions and 


cheeks. The zygomatic processes stand out 
prominently. Faint reticular hyperpig- 
mentation is seen on the neck, where 
there is sligh- cutaneous induration. The 
scalp contain multiple, hard white scars 
with no erythema or scale. Biopsy speci- 
mens obtained from two indurated areas 
on the right -capular and left side of the 
neck bota showed severe interstitial edema 
throughout the upper and mid-portions of 
the dermis, w-th dilated vessels but no sub- 
stantial cellur infiltrate. The consulting 
pathologist thought that there was no defi- 
nite evidence of LE profundus at this time. 
Immunofluorescent studies of this tissue 
showed no deposition patterns similar to 
that seen in the 1967 biopsy specimen. In- 
termittent jomt symptoms and mild pleu- 
ritic pam have been controlled with the 
administration of salicylates, and if neces- 
sary, temporary increases in the steroid 
dosage. There has been no clinical evidence 
of rena! disease; a renal biopsy was re- 
fused by thepatient. Platelet counts have 
remained ir the range of 200,000 to 
300,000, witk a normal hemoglobin level. 
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EX. 
Fig 1.—Patient in profile in 1967. There 
is marked alopecia, patchy hypopigmenta- 
tion, and atrophy. Not fully apparent are 
multiple nodular lesions of face and scalp. 





Fig 2.—Pathologic picture of nodular 
skin lesion in 1967. There is considerable 
perivascular round cell inflammatory re- 
sponse in deep dermis and adipose tissue 
with necrosis in latter (hematoxylin-eosin, 
x 185). 


The patient's leukocyte count has risen to 
the 5,000 to 10,000 range. Antinuclear anti- 
body determinations, by the immunofluo- 
rescent method, have been intermittently 
positive; results of repeated determina- 
tions of hemolytic complement and £,C- 
globulin and £,A-globulin levels have been 





within normal limits. 

The patient reported in 1969 that his 
mother, age 64, had been recently diag- 
nosed as having idiopathic thrombocytope- 
nic purpura. She had experienced joint 
symptoms in recent years, without skin le- 
sions or other evidence of multi-system 
disease. A specimen of her serum kindly 
provided by a family physician showed an- 
tinuclear antibodies in a 1:10 dilution, as 
shown by the immunofluorescent tech- 
nique. She subsequently underwent sple- 
nectomy because of persistent throm- 
bocytopenia; splenic tissue obtained at this 
time showed no abnormalities suggestive 
of SLE. 


COMMENT 


The unusual clinical presentation of 
LE profundus is of interest because 
of both the distinctive manifestations 
in the integument and the relation- 
ship of LE profundus to other entities 
within the spectrum called LE. The 
case reported here illustrates both of 
these aspects quite typieally and pre- 
sents some unusual features of inter- 
est as well. 

Our patient had most of the skin le- 
sions that have been described in the 
past by a number of observers.** The 
characteristic findings of LE pro- 
fundus are firm, sharply defined, sub- 
cutaneous nodules up to about 5 cm 
in diameter, which upon resolution, 
leave a depression in the skin. They 
are occasionally somewhat tender and 
frequently develop foliowing minor 
trauma to the area. This patient 
showed the usual distribution pat- 
tern, with lesions on the upper part of 
the arms, face, and back. The but- 
tocks are often affected as well. The 
overlying skin is usually normal, but 
may be actually affected by an in- 
flammatory process, eventually lead- 
ing to ulceration and scarring. 
Lesions may persist unchanged for 
years. Widespread subcutaneous at- 
rophy can lead to serious cosmetie 
defects. 

Patients may show typical cutane- 
ous lesions of discoid LE elsewhere; 
and these may precede (as in this 
case), follow, or coincide with the de- 
velopment of the subcutaneous nod- 
ules. Typical plaques of discoid LE 
are sharply marginated. They may be 
papular initially, but usually they 
rapidly become flat or atrophic. When 
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active, their color is reddish-purple, 
but later they become hyperpig- 
mented or hypopigmented or both, 
and the erythema fades. Character- 
istically, the hair follicles are dilated 
and plugged with a fine scale. Lesions 
are usually located in the scalp, ears, 
and light-exposed surfaces of the 
face, arms, and upper part of the 
chest. They tend to be approximately 
symmetrical. In contrast, the charac- 
teristic lesions of LE profundus rep- 
resent an inflammatory process in the 
subcutaneous panniculus and may 
show little or no abnormality of the 
overlying cutaneous surface initially. 
Rarely, typical lesions of discoid 
LE surmount the deeper lesions of 
panniculitis. 

This histologic picture of the nod- 
ules appears to be characteristic, al- 
though there is some debate' about 
the specificity of this pattern. There 
may be lymphocytic infiltrates and 
fibrinoid collagenous degeneration in 
the middle and lower dermis. There is 
a vasculitis, again showing almost ex- 
clusively a lymphocytic invasion of 
vessel walls. Calcification may occur. 
Considerable amounts of mucin may 
be demonstrated using special stains. 


The overlying epidermis may be 
thinned, with liquification degenera- 
tion of the basal layer, or it may be 
entirely normal. 

Tuffanelli* has carried out immuno- 
fluorescent studies of active nodular 
lesions from several patients with LE 
profundus. He found predominantly 
IgG and £,C-globulin deposition in 
vessel walls in the deep dermis. Sim- 
ilar deposition was found in the der- 
moepidermal junction area in cases 
with associated systemic manifesta- 
tions. Our patient would fit into this 
pattern, with evidence of IgG and 
complement deposition in the der- 
moepidermal junction, with less 
prominent deposition in and around 
dermal vessels in a nodular area. A 
review of the results of some immu- 
nofluorescent  studies*" of skin 
biopsy specimens obtained from pa- 
tients with other presentations of LE 
suggest that deposition of immuno- 
globulins is present in the dermo- 
epidermal junction of a large majori- 
ty of biopsy specimens from lesions 
whereas similar deposition in appar- 
ently uninvolved skin is present to a 
substantial extent in patients with 
the systemic but not those with the 


Fig 3.—Immunofluorescent study of nodular lesion in 1967 using fluorescein-conju- 
gated anti-IgG. Thick dense area of fluorescence is seen at dermoepidermal junction. 
Similar fluorescence to lesser degree was present in and around vessel walls in dermis 
( x 720). 
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discoid form of LE. It is of note that 
in our patient, immunoglobulins were 
found in active skin lesions, by immu- 
nofluorescent study, but they were 
not present five years later when the 
disease was considered inactive. 

The differential diagnosis of a 
case of multiple chronic nonsuppura- 
tive subcutaneous nodules includes 
Weber-Christian disease. However, 
these patients develop nodules in 
episodic crops, usually associated with 
fever. In addition, a characteristic 
histologic picture of foam cells and 
lipid-iaden giant cells seen in this dis- 
order is not present in LE profundus. 
Likewise, subcutaneous lesions of sar- 
coidosis (Darier-Roussy sarcoidosis) 
and imetastatic malignancy are easily 
distinguished from LE profundus on 
biopsy. The lesions of LE profundus 
are not to be confused with the firm 
dermal nodules that occur in the area 
around joints in approximately 5% of 
patients with SLE." These peri- 
articular lesions show the typical cen- 
tral fibrinoid necrosis and pallisading 
granulomas of rheumatoid nodules. 

The relationship of LE profundus 
to other clinical presentations of LE 
is still not well-defined. The incidence 
of manifestations suggestive of SLE 
appears to be greater in LE pro- 
fundus than in discoid LE. A review 
of a limited number of reported cases 
of LE profundus shows 17 (39%) of 
43 cases with clinical patterns sug- 
gestive of SLE (Table). Of these, 12 
(28%) would meet the criteria of 
Dubois'* for "definite" SLE. By com- 
parison, Dubois has found systemic 
manifestations in 10% of those with 
discoid LE when they were followed 
up for a similar time period.” The in- 
cidence of antinuclear antibodies in 
LE profundus also appears to be in- 
termediate between that found in 
SLE and discoid LE. Although ane- 
mia and leukopenia have been noted 
in LE profundus, thrombocytopenia 
(as observed in our patient) has not 
been previously reported to our 
knowledge. 

The relative incidence of LE pro- 
fundus in males appears to parallel 
that of SLE. Family histories of dis- 
orders suggestive of collagen-vascu- 
lar disease were also relatively com- 
mon in cases of LE profundus. It is of 
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* In addition -o these 17 patients, an additional 26 patients have been reported to have LE profundus without systemic manifestations; 
+ indicates present; — indicates absent; N indicates not given; +/+ indicates both. 


T Sister of p -ient 11. 
t Has daughwer, son, and sister with LE. 


eonsiderable-nterest that the mother 
of our patient was noted to have 
thrombocytcenia that required sple- 
nectomy, amthritis, and antinuclear 
antibodies, *ithout skin manifesta- 
tions, while she was in her 60s. 

The clinics course of LE profundus 
appears to »e variable. The nodular 
lesions fresuently resolve during 
therapy wit: antimalarial agents,” 
although arsas of atrophy generally 
persist. Reral involvement has oc- 
curred in omy a minority of reported 
cases to date, and death from renal 
failure appears to be uncommon. Yet, 
the incidence of systemic manifesta- 
tions seen ir these patients warrants 
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a somewhat uncertain prognosis until 
the results of longer follow-up periods 
are available. 

The mechanisms involved in the de- 
velopment of the skin lesions of LE 
profundus are undetermined. It has 
been observed that new lesions may 
be precipitated by local trauma and 
exposure to ultraviolet light.'^ On the 
basis of a perivascular lymphocytic 
infiltration and evidence, by immuno- 
fluorescence, of the presence of immu- 
noglobulins and complement in vessel 
walls of these lesions, Tuffanelli* has 
postulated that immune complexes 
may be present. Burnham and Fine" 
have found different immunofluores- 
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Soft-Tissue Calcification in 


Systemic Lupus Erythematosus 


Francisco P. Quismorio, MD; Edmund L. Dubois, MD; Stebbins B. Chandor, MD 


Calcification of soft tissues is known to 
occur frequently in progressive systemic 
sclerosis (PSS) and dermatomyositis. To 
our knowledge, only seven case reports 
have appeared concerning this abnormal- 
ity in systemic lupus erythematosus 
(SLE). We describe four patients with 
well-documented SLE who developed cal- 
cification in subcutaneous tissue, mus- 
cle, or periarticular structures. The pat- 
tern and localization of the calcification 
can mimic those seen in other disorders. 


rosae of soft tissues may 
be a manifestation of connective 
tissue disease. It is most commonly 
associated with progressive systemic 
sclerosis (PSS) and dermatomyositis. 
Seven cases associated with systemic 
lupus erythematosus (SLE) have been 
described.: We observed four pa- 
tients with SLE who developed calci- 
nosis, two of whom had associated 
myopathy. 
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REPORT OF CASES 

Case 1.—A 37-year-old woman developed 
SLE in 1962 at the age of 27, with symp- 
toms of polyarthritis, erythematous but- 
terfly rash, alopecia, pleural effusion, and 
positive lupus erythematosus cell prepara- 
tions. She responded to prednisone and hy- 
droxychloroquine treatment. In April 1970, 
the patient had a flare-up of the cutaneous 
lesions in the face and forearms associated 
with pedal edema, exertional dyspnea, and 
progressive weakness of the extremity 
muscles. Pertinent physical findings were 
as follows: blood pressure, 100/70 mm Hg; 
pulse rate, 114 beats per minute; and tem- 
perature, 37 C (98.6°F). There were dimin- 
ished breath sounds at both lung bases. 
The heart rate was 110 beats per minute 
and regular. There were active and healed 
discoid lupus lesions on the skin of the face 
and forearms. A shallow skin ulcer, proba- 
bly due to lupus vasculitis, measuring 1x1 
cm, was present in the posteromedial as- 
pect of the right leg above the malleolus. 
There was no evidence of panniculitis. Ex- 
treme weakness of the proximal muscula- 
ture of the upper and lower extremities 
was noted. 

Laboratory examinations showed hemo- 
globin level of 14.5 gm/100 ml, leukocyte 
count, 3000/cu mm, with a normal differ- 
ential cell count; serum glutamic oxaloace- 
tic transaminase (SGOT), 500 units (nor- 
mal, 8 to 40 units); serum glutamic pyruvic 
transaminase (SGPT), 140 units (normal, 5 
to 35 units); and creatinine phosphokinase 
(CPK), L3 units (normal, less than 0.72 
units). Urinalysis values were normal. 
Anti-deoxyribonucleoprotein antibody (an- 


ti-DNP) test was positive 1:16, (normal, 
negative); anti-DNA antibody test was posi- 
tive with undiluted serum in the fiuores- 
cent spot test (normal, negative). The 
CH50 was reduced to 320 units (normal, 
480 to 960 units). 

Basal pleural thickening and interstitial 
fibrosis were seen in the chest x-ray film. 
The electromyogram showed-characteristic 
changes of myopathy. A biepsy specimen 
taken from the left anterior tibialis muscle 
demonstrated arteritis (Fig 1) with vary- 
ing degrees of muscle degeneration. 

The patient was treated with 40 mg of 
methylprednisolone every other day. The 
muscle strength returned gradually and 
serum enzyme values were within normal 
ranges in ten weeks. The ulcer on the right 
leg became infected, and two similar vas- 
culitic ulcers developed on the opposite leg. 
No panniculitis was present. X-ray films of 
the extremities showed extensive scft-tis- 
sue calcification (Fig 2) without evidence 
of osteomyelitis. The ulcers healed with lo- 
cal measures. The discoid lupus lesions im- 
proved. From 1971 to 1973, three determi- 
nations of serum calcium concentrations 
varied from 9.5 to 9.7 mg/100 ml (normal, 9 
to 11 mg/100 ml), inorganic phosphorus 
values varied from 2.7 to 3% mg/100 ml 
(normal, 2.6 to 4.5 mg/100 ml), and alkaline 
phosphatase values varied from 2 to 3 
units (normal, 1 to 3 units). 

CasE 2.—A 28-year-old woman devel- 
oped SLE in 1957 at the age of 13 years, 
with symptoms of fever, chills, Raynaud 
phenomenon, swelling of the eyelids, and a 
positive LE cell test. A renal biopsy speci- 
men showed membranous glomerulonephri- 
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tis, which was eompatible with SLE. 

In October 1964, she was readmitted to 
the hospital beeause of progressive weak- 
ness of the lower extremities. The patient 
was unable to ~ise from a chair unaided, 
but was able tc walk with good coordina- 
tion. The pertirent finding on physical ex- 
amination was profound weakness of the 
shoulder extensor and hip adductor mus- 
cles. 

Serum aldolase determination was 380 
units (normal for females, less than 19 
units), lactic dehydrogenase (LDH) level 
was 2,340 units (normal, 100 to 350 units), 
and SGOT was 297 units (normal, 9 to 40 
units). Anti-deoxyribonucleoprotein anti- 
body test was positive with undiluted se- 
rum and anti-PNA test was negative. 

Electromyog-am showed findings com- 
patible with a myopathy. A biopsy speci- 
men was taker from the right rectus fe- 
moris and left deltoid muscles, and myosi- 
tis was observed with varying degrees of 
muscle degeneration (Fig 3). 

The patient was given 60 mg/day of 
prednisone, ard she showed gradual im- 
provement ove” a period of 12 weeks. Dur- 
ing the next tvo years, whenever the dose 
of prednisone was reduced to less than 30 
mg/day, there-was exacerbation of muscle 
weakness asscziated with elevated serum 
enzyme levels. which responded promptly 
to an increase in the steroid dosage. In 
December 196s, a shallow ulcer developed 
on the lateral aspect of the upper part of 
. the patient's rght leg following traumatic 
“ laceration of the skin. From 1968 to 1970, 
the prednison- maintenance dose was 25 
mg /day. 

In 1971, sh- was readmitted for chest 
pain, shortness of breath, and pain in the 
right knee. Pericardial effusion, cardio- 
megaly, and arrhythmia were found. Mus- 
cle strength was normal. There was no evi- 
dence of active synovitis in any of the 
joints. X-ray films of the knee demon- 
strated mume-ous soft-tissue calcifications 
around the knee and superior to the su- 
prapateliar bursa (Fig 4). Serum enzyme 
levels were within normal limits. From 
1968 to 1972, sour determinations of serum 
calcium eoncentration ranged from 8.9 to 9 
 mg/100 ml, morganic phosphorus values 
ranged from 1.4 to 4.5 mg/100 ml, and al- 
kaline phospFatase values ranged from 1.5 
to 2.5 units. In 1973, the patient died 
of congestiv. heart failure due to the 
SLE cardiomyopathy. Autopsy was not 
performed. 

Case 3.—A 50-year-old woman was ad- 
mitted in Jaly 1966 for evaluation of 
uterine bleec.ng of six months’ duration. 
For ten years prior to this admission, she 
had had intermittent ankle edema, eyelid 
swelling, anc stasis ulcers on the malleoli 
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other vessels. Muscle degeneration is evidenced by vacuolization, internalization of 
nuclei, and variation in staining (case 1) (hematoxylin-eosin, original magnification 


x 125). 





" SALLI, Har" [s 





Fig 2.—X-ray films of left leg, lateral view (left), and right leg, posteroanterior view 
(right), showing extensive soft-tissue calcification (case 1). 


that gradually healed. Results from re- 
peated urinalyses had shown persistent 
proteinuria with unremarkable sediment. 
Polyarthralgia had occurred during the 
previous few months. The only out- 
standing finding on physical examination 
was an enlarged uterus. Hemoglobin level 


was 11.7 gm/100 ml, white blood cell 
(WBC) count, 4,200/cu mm, with a normal 
differential cell count. Erythrocyte sedi- 
mentation rate (ESR) was 56 mm/hr (Win- 
trobe). Urine contained 3+ protein with no 
abnormal sediment. Creatinine clearance 
was 0.6 mg/100 ml. Serum albumin level 
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Fig 3.—Muscle biopsy specimen (case 2). Note muscle degeneration, phagocytosis, 


and normal appearing blood vessels (case 2) (hematoxylin-eosin, original magnification 


x 125). 


Fig 4.—X-ray film of right knee, lateral 
view. Calcinosis is anterior to joint space 
(case 2). 
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Fig 5.—X-ray film of left foot, lateral 
view. Calcification present in soft tissues 
around ankle joint. Anteroposterior view of 
same foot shows calcification overlying 
medial malleolus (case 3). 


was 2.0 gm/100 ml; globulin, 5.0 gm/100 
ml; blood urea nitrogen (BUN) level, 10 
mg/100 ml. Rotary and clot LE cell tests 
were negative. After dilatation and curet- 
tage, the menorrhagia stopped. 

She was readmitted in August 1966 for 






renal biopsy and removal of carcinoma in 
situ of the cervix. There were healed hy- 
perpigmented areas over both medial mal- 
leoli from the old stasis ulcers. Forehead 
hair was thinned. Liver was slightly en- 
larged. There was 2+ bilateral leg edema. 
The 24-hour urine protein level was 1.1 
gm/100 ml. Leukopenia of 3,490 to 4,500/cu 
mm persisted without anemia. 

The renal biopsy specimen showed mem- 
branous-type glomerulonephritis compat- 
ible with SLE. Prednisone dosage of 30 
mg/day was started. Because of hepato- 
megaly, a liver biopsy was done, and 
showed no substantial abnormalities. 

Lupus erythematosus cell test in October 
1966 showed occasional round, smooth, 
hematoxylin bodies. An anti-DNP test was 
positive, undiluted, and an anti-DNA test 
was negative. 

In 1968, Raynaud phenomenon and poly- 
arthritis of the small joints of both hands 
appeared. In March 1969, the serum creati- 
nine and BUN levels, creatinine clearance, 
and complete blood cell count were within 
normal limits. Urinalysis results showed 
1+ protein with normal sediment. The pa- 
tient felt well and there was no edema. The 
dose of prednisone was gradually tapered 
to 5 mg/day. In 1972, x-ray films of the 
feet were obtained because the patient had 
pain in the left ankle without associated 
swelling. Calcification of the soft tissues 
was noted (Fig 5). From 1968 to 1974, 
six determinations of serum caleium con- 
centration ranged from 9.7 to 10.3 mg/ 
100 ml, serum inorganic phosphorus values 
ranged from 3.2 to 3.9 mg/100 ml, and al- 
kaline phosphatase values ranged from 1.7 
to 2.3 units. There was no overt pannic- 
ulitis of the sites of calcinosis. The arthral- 
gia responded to salicylate therapy. An 
identical twin sister whose case has been 
reported previously has scleroderma, dis- 
coid LE skin lesions, and positive LE cell 
preparations.' 

Case 4.—A 31-year-old woman had dis- 
coid lupus lesions on her face since 1952, 
when she was 12 years old. During the en- 
suing two years, the rash spread over the 
neck, shoulders, anterior area of the chest, 
and extremities, and the patient started to 
have polyarthritis and pleurisy. The LE 
cell preparations were negative. Hemo- 
globin level was 10.9 gm/100 ml; WBC, 
4,200/cu mm; ESR, 23 mm/hr; and urinaly- 
sis, normal. In 1955, she was treated else- 
where for nephrosis with corticosteroid 
therapy. Renal evaluation in 1961, which 
included a percutaneous renal biopsy, 
showed normal results. From 1960 to 1966, 
the clinical course was that of recurrent 
exacerbations of the discoid lupus lesions, 
accompanied by severe constitutional com- 
plaints. Medications included antimalarial 
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drugs, systemicand topical corticosteroids, 
and cyclophospaamide, which gave vari- 
able results. Im December 1966, Raynaud 
phenomenon ard ulceration on the tip of 
the right index finger developed. In May 
1967, she was admitted for severe throb- 
bing pain, tend-rness, and cyanosis of the 
fingers of the le*t hand of three weeks’ du- 
ration. 

Blood pressure was 140/90 mm Hg. 
There were actwe discoid lupus lesions on 
the face, extrer-ities, and anterior area of 
the chest. Cardispulmonary and abdominal 
findings were segative. Peripheral pulse 
rates were norneal. The skin showed no evi- 
dence of selerod#rma. There was an ulcera- 
tion on the rigFt index fingertip. Gangre- 
nous changes were present in the left third 
and fourth fingers that extended to the 
level of the distal interphalangeal joint. 

Urinalysis, RUN, and serum creatinine 
concentration values were normal. The LE 
cell preparatiors were negative, but the 
fluorescent spo test for anti-DNP anti- 
bodies was postive, undiluted; anti-DNA 
antibody test was negative. 

The ulcers weve thought to be due to vas- 
culitis, and she-was treated with 100 mg/ 
day of predni.one. Despite the steroid 
therapy, mew lesions appeared on the fin- 
gertips of the mght hand that rapidly be- 
came gangreneus, necessitating surgical 
amputation of all the fingers of the right 
hand at the leel of the proximal inter- 
phalanges! joies. In July 1967, she devel- 
oped paranoid psychosis, which subsided 
with tapering «f the steroid dosage. The 
ulcerations on the fingers of the left hand 
eventually healed over a period of several 
months but resulted in resorption of tips of 
the second, third, and fourth fingers of the 
left hand. 

In April 192, avascular necrosis was 
noted in the ri-ht femoral head. In Janu- 
ary 1972, she was readmitted for syncope 
and paroxysma atrial tachycardia. At this 
time, the disco-l skin lesions and skin ul- 
cerations were completely healed. X-ray 
films revealed s»ft-tissue calcifications pos- 
terior to the elbows (Fig 6), and in the soft 
tissues adjacen- to the greater trochanter 
on the right sice and in the left iliac area. 
These were in reas where there had been 
no evidenee of panniculitis. From 1970 to 
1973, five determinations of serum calcium 
concentration ranged from 9.0 to 9.8 mg/ 
100 ml. Inorganic phosphorus values 
ranged from 23 to 3.5 mg/100 ml, and al- 
kaline phosphatase values, from 2 to 3 
units. 


ZOMMENT 


The eases -eported fulfill the pre- 
liminary criteria for the classification 
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Fig 6.—X-ray film of both.elbows, showing multiple discrete areas of periarticular cal- 
cification (case 4). 


Clinical Features of SLE Patients With Soft-Tissue Calcification 


Patient/ Lope 
Age, yr/ Duration 
Sex of SLE, yr Location of Calcification S ae Source 
1/20/F 1 Forearms, fingers (dermis No Kabir and Malkinson! 
and subcutaneous tissues) 
2/46/F - - Buttocks, thighs (skin) Kabir and Malkinson! 
3/34/F Forearm (muscle) i Keats? 
4/21/F Buttocks, thighs* Savin? 
I Buttocks (muscle) Coltoiu et al4 
Forearms (subcutaneous tis- xe Tay 
sues) 
7/21/F 9 Forearms, buttocks, thighs No Powell 
(subcutaneous tissues) 
8/37/F 10 Thighs, legs (subcutaneous Yes This series 
tissues, muscle) 
9/28/F 15 Knee (periarticular) Yes This series 
10/50/F 6 Ankle (periarticular) No This series 
11/21/F 19 Elbows, buttocks (periarticu- No This series 


lar, muscle) 





* Data not available. 


of SLE proposed by the American 
Rheumatism Association.* 

Among the connective tissue dis- 
eases, calcification of soft tissues is 
usually associated with PSS and der- 
matomyositis. In PSS, calcification, 
which is generally small to moderate 
in amount, occurs in the skin and sub- 
cutaneous tissue and is most com- 
monly seen in the hands. In contrast, 
calcinosis in dermatomyositis tends 
to be more extensive and is localized 
mainly in the pelvic and shoulder 
girdle musculature.” Muller and asso- 
ciates' observed that calcinosis in 
PSS mirrored the chronicity of the 





underlying disease, while in derma- 
tomyositis, calcinosis was usually as- 
sociated with improved prognosis. 
The occurrence of soft-tissue calcifi- 
cation in SLE has previously been re- 
ported in seven patients." Three ad- 
ditional cases were mentioned in the 
literature, but clinical data were not 
published." Myopathy was present 
in two of the seven previously re- 
ported SLE patients with calcinosis 
and in two of our patients. Analysis 
of the SLE cases (Table) reveals that 
soft-tissue calcifieation occurred in 
patients with long standing disease. 
The mean duration of clinical disease 
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in the 11 cases was 9.8 years. The pat- 
tern and localization of the soft-tissue 
calcification can mimic that seen in 
either PSS or dermatomyositis. 

The spectrum of muscle involve- 
ment in SLE varies widely from 
myalgia to muscle weakness. Dubois" 
described generalized myalgia and 
muscle tenderness in 48.2% of his pa- 
tients, and tenderness was most no- 
ticeable in the deltoid and quadriceps 
areas during acute exacerbations. 
While profound muscle weakness sim- 
ilar to that seen in two of our patients 
has been reported in SLE, this was 
not a common feature of the disease 
in our experience. The occurrence of 
proximal muscle weakness, character- 
istic electromyogram, and elevated 
serum enzyme levels associated with 
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changes in the muscle biopsy speci- 
men suggestive of polymyositis, as in 
our second patient, have been re- 
ported in SLE patients.* +"? Some of 
these patients were thought to have 
coexistent SLE and polymyositis, but 
the possibility that the muscle disease 
is due to SLE should be raised, par- 
ticulary if polymyositis is considered 
as a heterogeneous group of dis- 
orders. Nevertheless, until etiological 
factors are clearly defined in both dis- 
eases, this problem will remain unre- 
solved. 

The mechanisms of soft-tissue cal- 
cification in our patients, as well as in 
patients with PSS and polymyositis 
with calcinosis, is poorly understood. 
Serum calcium, phosphorus, and alka- 
line phosphatase values were normal 
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Disodium Etidronate Therapy for 
Dystrophie Cutaneous Calcification 


Steven Fisher Rabens, MD, John E. Bethune, MD 


A patient with extensive disabling 
dystrophic cutaneous calcification and 
possible scleroderma was treated with 
orally administered doses of a diphos- 
phonate known as disodium etidronate. 
This course o: therapy seemed to arrest 
and partially reverse the progression of 
the calcifying process. Some deep depos- 
Its were then seen to dissipate and be 
partially reabsorbed, while some small 
superficial  ceposits were extruded 
through the skin surface. New deposition 
or redepesition of calcific deposits were 
halted in most areas while the patient 
was under therapy. Clinically, pain was 
reduced, recurrent abscess formation 
ceased, and joint mobility was improved. 


atients with the so-called col- 

lagen diseases may display soft 
tissue calcifications deposited as a lo- 
cal response :o tissue injury. This pro- 
cess is callec dystrophic calcification, 
and it has been frequently reported 
in association with scleroderma, der- 
matomyositis, and lupus erythema- 
tosus.'* The term “calcinosis univer- 
salis" is used by some authors to 
simply describe generalized calcium 
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depositions in muscle, dermis, or sub- 
cutaneous fat, and by other authors to 
indicate that there is no known pre- 
disposing factor for the calcification.' 
Many modes of treatment have been 
attempted with variable success, in- 
cluding diets high in phosphorus and 
low in calcium, surgical excision of 
the calcifications with split thickness 
skin grafting, systemic steroid ther- 
apy, and various calcium chelating 
agents, such as edetate trisodium. 
Oral aluminum hydroxide therapy 
was used in England for a patient 
with calcinosis universalis and der- 
matomyositis in an attempt to lower 
the intestinal absorption of phos- 
phate.* However, reduction in bone 
mineralization might be expected 
with prolonged aluminum hydroxide 
therapy. There have been several 
promising clinical reports concerning 
the use of diphosphonates in the 
treatment of patients with myositis 
ossificans progressiva, dermatomyo- 
sitis with calcinosis, and Paget dis- 
ease of bone.*** For this reason, a pa- 
tient with severe generalized 
dystrophic calcification, described by 
Rabens and Bauer, was treated for 
more than one year with orally ad- 
ministered disodium etidronate, a di- 
phosphonate, in an effort to curtail 
her disabling disease." 


REPORT OF A CASE 
A 50-year-old woman had hard, painful, 


soft tissue nodules on all extremities and 
on the buttocks since 1968. In 1970, she was 
hospitalized with congestive heart failure, 
an atrial flutter with 2:1 block, and peri- 
cardial effusion. Numerous subcutaneous 
and periarticular nodules were seen during 
physical and radiological examination. A 
draining, purulent abscess was present on 
the right elbow. During the following year, 
a sinus tract was present on the right el- 
bow from which the patient could express 
a white, chalky liquid containing calcium 
(Fig 1). Ulcerations also appeared about 
fingertip calcifications. 

In November 1971, the patient was 
again hospitalized with a left knee abscess 
around calcifications from which Klebsiella 
aerobacter and coagulase-positive Staphy- 
lococcus aureus were cultured. Several 
firm cutaneous patches were palpable, and 
punch biopsy findings from her forearm 
were consistent with scleroderma (Fig 2). 
The cardiac difficulties had been stable for 
several months, and her previous medica- 
tion including treatment with digoxin, 
quinidine, and diuretics had been discon- 
tinued. She had a normal upper gastroin- 
testinal tract series, barium swallow, and 
intravenous pyelogram. Evidence of pro- 
gressive scleroderma was minimal; yet she 
was severely disabled by painful areas of 
inflammation around calcified nodules, re- 
current abscesses, and joint stiffness. 

In January 1972, treatment was started 
with a daily regimen of 10 mg/kg of orally 
administered disodium etidronate. No 
other medications were given. The patient 
was maintained on a diet containing a nor- 
mal amount of calcium and phosphorus in- 
take for a person of her size, as determined 
by the dietary staff. 
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Fig 1.—Right elbow. Note chronic, 
draining sinus tract with exudate contain- 


ing calcium. 





Fig 2.—Forearm. Note thick dermis, 
closely packed collagen bundles, replace- 
ment of fat by connective tissue, paucity of 
adnexal structures, and dystrophic calcifi- 
cation (hematoxylin-eosin, x 50). 
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Fig 3.—Left knee—lateral view. Site of one abscess. Note decrease in size of many deposits and dissipation of large 
calcific mass. No redeposition while under treatment. (Left, October 1971. Center, April 197 


^ 


. Right, October 1972.) 
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easily extruded or reabsorbed. The sinus dried up under therapy. Top, April 1972. Bot- 
tom, Octeber 972. 


This course of therapy seemed to arrest 
and partially reverse the calcific process. A 
large, deep ca-cification near the left knee 
was seen to di.sipate and become partially 
reabsorbed w=hout being redeposited, al- 
lowing greate mobility of the joint (Fig 
3). The small superficial deposits about 
which drainag=occurred near the right el- 
bow improvedaFig 4). Recurrent abscesses 
that were present in both the above loca- 
tions were eliminated. The sinus tract near 
the right el»ew dried up within two 
months of instituting therapy. The more 
deeply situated or larger deposits either 
stabilized or v ere somewhat reabsorbed in 
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other areas also. 

Some of the many small superficial nod- 
ules all along the extremities and buttocks 
became extruded through the skin surface, 
with some accompanying discomfort (Fig 
5). These small nodules had been extruded 
even prior to disodium etidronate therapy 
but were continually being redeposited and 
becoming inflamed before the patient was 
taking the drug. The disodium etidronate 
therapy, however, seemed to halt their 
redeposition or any new deposition of ec- 
topic calcification in all areas except one. 
The hands, which were repeatedly trauma- 
tized, displayed a few new calcified depos- 


its even while under therapy. Clinically, 
there was less pain experienced around ex- 
isting deposits, which no longer became so 
frequently inflamed. No new abscesses 
have appeared to this date. The range of 
motion of the extremities became suffi- 
cient and comfortable enough to permit 
the patient to perform her daily activities. 
In November 1972, the patient complained 
of some shortness of breath. Treatment 
with digoxin, diuretics, and potassium 
chloride was reinstituted, with resolution 
of her symptoms. Diphosphonate therapy 
was continued through January 1973. 
Laboratory studies were performed 
regularly. Results that were within normal 
limits were consistently found for the fol- 
lowing determinations: complete blood cell 
count, platelet count, and the values for 
serum sodium, serum potassium, serum bi- 
carbonate, serum chloride, serum sugar, 
blood urea nitrogen, serum albumin, serum 
globulin, total bilirubin, serum direct 
acting bilirubin, serum uric acid, serum 
creatinine, serum glutamic oxaloacetic 
transaminase, serum glutamic pyruvic 
transaminase, serum alkaline phosphatase, 
serum creatine phosphokinase, and se- 
rum lactic dehydrogenase. The urinalysis 
results remained normal. The VDRL test 
for syphilis was nonreactive. The lupus er- 
ythematosus preparation, antinuclear anti- 
body level, latex fixation for rheumatoid 
factor, and serum cryoglobulin determina- 
tion were all negative. The serum calcium 
and serum phosphate levels remained al- 
most constantly within normal limits, ex- 
cept for one low phosphate and one high 
calcium reading. Twenty-four hour uri- 
nary calcium and phosphate determina- 
tions repeatedly showed values within nor- 
mal limits. No radiological evidence of 
changes in bone density was seen. 


COMMENT 


Dystrophic cutaneous calcifications 
are made of aggregates of hydroxy- 
apatite, a crystal form of calcium 
phosphate. Polyphosphates have been 
known to prevent calcification in 
vitro.5'* The diphosphonates are 
polyphosphate analogues and are 
more stable compounds in vivo be- 
cause they are resistant to chemical 
and enzymic hydrolysis. These sub- 
stances are thought to prevent crystal 
growth of hydroxyapatite by coating 
the calcium phosphate nuclei. In this 
way, crystallization and precipitation 
of calcium phosphate is inhibited.'*-** 
Existing ectopic calcified deposits 
coated by diphosphonate cannot un- 
dergo repair or addition to their crys- 
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talline matrix, so they stabilize, 
dissipate, or are reabsorbed. Further- 
more, new calcified deposits should, 


' theoretically, be prevented if the pa- 
tient is taking a diphosphonate in a 


E sufficiently large dose. 


ir, 


Disodium etidronate is the diso- 


“428 dium salt of ethane-1-hydroxy-1, 1-di- 


phosphonic acid and is therefore a di- 
phosphonate. This drug is given in 
orally administered doses of 10 to 20 
mg/kg of body weight per day. Only 
a rather poor average of 2% to 3% of 
the orally administered dose is ab- 
sorbed from the gastrointestinal 
tract, although as high as 15% has 
been reported. Food in the stomach or 
any divalent metal ions, such as cal- 
cium or aluminum, will interfere with 
absorption; so the drug is given on an 
empty stomach. Much of the disodium 
etidronate precipitates in the gut as 
calcium disodium etidronate and is 
excreted unchanged. About half of 
the absorbed drug remains in the 
body, with the rest excreted un- 
changed in the urine. The absorbed 
disodium etidronate may be first 
taken up by the bones, then released 
into the bloodstream.?* 

Disodium etidronate was used in 
the treatment of 70 patients with dis- 
eases of ectopic calcification, includ- 
ing myositis ossificans progressiva, 
dermatomyositis with calcinosis, and 


. ealeinosis universalis; the cummula- 


tive results of these investigations 


'i:.,.have been reported by Geho and 


''* * Whiteside.” The patients were rated 


as to the drug's effect on range of mo- 
tion, relief of pain, and stabilization 
or some decrease in size of existing 
calcifications. The condition of 83% of 
the patients was reported to be better 
or stabilized. These authors point out 
that the basic effect of disodium 
etidronate is to stabilize and inhibit 
progression of dystrophic calcifica- 
tion so that symptomatic improve- 
ment can be possible. The underlying 
disease process—such as myositis os- 


sificans progressiva, dermatomyo- 
sitis, or scleroderma-is not affected 
by the drug. 


Several other clinical reports attest 
to the drug's efficacy. Russell et al, 
Weiss et al, and Bassett et al have 
each treated patients with myositis 
ossificans progressiva and have re- 
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ported a decrease in ectopic miner- 
alization.'^"? Cram and his associates 
described a patient with derma- 
tomyositis and calcinosis who was 
treated with disodium etidronate, 
with similar encouraging results’: ex- 
isting lesions decreased in size, pain 
decreased, movement was enhanced, 
and development of large new in- 
flamed lesions was halted. Smith, 
Russell, and Bishop have used the 
drug in four patients with Paget dis- 
ease of bone. Accompanying bone 
pain was said to be appreciably re- 
duced. The diphosphonate reduced the 
excessive bone turnover rate and 
thereby lowered the excessive levels 
of plasma alkaline phosphatase and 
plasma and urine hydroxyproline." 
Jowsey et al attempted to use diso- 
dium etidronate in the treatment of 
osteoporosis, but no improvement was 
seen in four patients.** Disodium 
etidronate chemically absorbs to apa- 
tite and thus may prevent bone re- 
sorption. 

The obvious question deals with 
possible side effects of the drug. Many 
authors describe an increase in serum 
organic phosphorus level, which is 
dose dependent. The hyper- 
phosphatemia is seen in adolescents 
and adults, and not in children. There 
is a decreased renal clearance and an 
increased renal tubular reabsorption 
of phosphorus in patients treated 
with disodium etidronate. The drug, 
however, does not affect parathyroid 
hormone control of tubular reabsorp- 
tion of phosphorus. Rather, the kid- 
ney threshold for phosphorus excre- 
tion is set at a higher level.” 

Geho and Whiteside claim that usu- 
ally there was no accompanying ef- 
fect on serum calcium levels seen in 
most of the patients in their study.” 
However, the serum calcium and 
phosphorus levels must be closely 
monitored. As has been previously 
stated, serum phosphorus levels often 


rise, which could conceivably affect . 


serum calcium levels. Also there are 
conflicting reports concerning the ef- 
fect of disodium etidronate on in- 
testinal absorption of calcium. Diso- 
dium  etidronate may precipitate 
calcium in the gut, thereby increasing 
the fecal calcium level? By causing 
changes in serum phosphorus and se- 





Fig 5.—Small, rock-hard superficial cal- 
cified nodule being extruded. 


rum calcium levels, disodium etidro- 
nate may indirectly inhibit the 
biosynthesis of 1,25 dihydroxychole- 
ealciferol needed for the intestinal 
transport of calcium as seen in ani- 
mal studies. These effects would re- 
duce intestinal absorption of calcium. 
Yet another study reports increased 
intestinal absorption of calcium in 
five osteoporotic patients treated 
with disodium etidronate.* 

Bassett found that the condition of 
four patients being treated with diso- 
dium etidronate for calcinosis and 
dermatomyositis improved only when 
the hyperphosphatemia was elimi- 
nated. A diet with normal amounts of 
calcium and reduced levels of phos- 
phorus corrected the serum phos- 
phorus level. A normal amount of cal- 
cium must be maintained in the diet 
to maintain a normal serum calcium 
level, since hypocalcemia has been re- 
ported.” 

Another area of concern is the pos- 
sible effect of the drug on normal 
bones. Weiss et al and Cram et al per- 
formed metabolic balance studies and 
radiocalcium kinetics, whieh showed 
reduced bone mineral accretion and 
resorption rates but no change in cal- 
cium balance as a result of disodium 
etidronate therapy. Weiss concluded 
that if 10 to 20 mg of disodium etidro- 
nate per kilogram of body weight is 
administered, one can “initiate the 
desired clinical effect without de- 
mineralizing skeletal bone.''? Jowsey 
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et al, however reported an increase in 
unmineralized osteoid tissue seen in 
their osteoporo-ic patients treated 
- with disodium e-idronate.”* 
Finally, several patients described 
in the literatar- have had gastroin- 
testinal distu- bznces with some nau- 
sea and diar-hea while taking the 
drug. 
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Our patient tolerated the drug well. 
All laboratory values remained 
stable. Several large aggregates of 
ectopic calcification, especially near 
the joints, were somewhat dissipated 
and reduced in size, allowing more 
movement. In the three years prior to 
therapy, dystrophic calcification had 
caused much discomfort from painful 
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Pruritic Maculopapular Skin Lesions 


in Sarcoidosis 


An Unusual Clinical Presentation 


Yee Wing Fong, Om P. Sharma, MD 


Pruritic maculopapular rash occurred 
in a 23-year-old black man. The lesion re- 
mained undiagnosed and required fre- 
quent hospital admissions. Twenty years 
after the onset of symptoms, the skin and 
lymph node biopsy specimens showed 
noncaseating granulomas. Sarcoidosis 
should always be included in the differ- 
ential diagnosis of pruritic skin lesion. 


he cutaneous manifestations of 
sarcoidosis are well-recognized. 
The skin lesions are characteristically 
nonpruritic. This report describes a 
patient with unusually severe pruritic 
maculopapular rash that had been the 
cause of numerous hospital admissions 
over a 20-year period before the diag- 
nosis of sarcoidosis was established. 


REPORT OF A CASE 


In July 1978, a 41-year-old man was ad- 
mitted to the Los Angeles County-Univer- 
sity of Southern California (LAC-USC) 
Medical Center, Los Angeles, with a 20- 
year history of a pruritic skin lesions. The 
onset of the rash, which was first noted in 
1953, started on his back and spread to the 
neck and feet. At the time, it was diag- 
nosed as neurodermatitis and was treated 
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with corticosteroid cream. The rash never 
cleared entirely, and repeated exacerba- 
tions prompted frequent hospital admis- 
sions. In January 1973, during one of his 
many admissions, a skin biopsy was per- 
formed that showed noncaseating granulo- 
mas; microscopical findings and cultures 
showed no acid-fast bacilli and fungi (Fig 
1). The patient was referred to LAC-USC 
Medical Center for further evaluation and 
treatment. 


Except for the pruritic skin rash, the pa- 
tient was essentially asymptomatic. Past 
history was unremarkable. The patient 
specifically denied any allergies. The only 
significant aspect of the family history 
was that his brother had died of tubercu- 
losis. Physical examination revealed a gen- 
eralized maculopapular eruption with mul- 
tiple areas of excoriations. The rash was 
prominent around the gluteal regions, the 
orbital areas, anterior aspects of both 


Fig 1.—Skin biopsy specimen showing noncaseating granulomas with densely packed 
epithelioid cells and giant cells (hematoxylin-eosin, » 300). 
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Fig 2.—Macu epapular eruption with areas of excoriation and scratching around ears. 





Rash is nodule- at places; many nodules have flat tops. 


knees and both ears (Fig 2 to 4). Right su- 
praclavieular =nd inguinal lymph nodes 
were enlargec. Laboratory studies re- 
vealed ar elevated alkaline phosphatase 
level of 4 Bessey-Lowry units (normal, 1 to 
3 Bessey-Lowr; units); serum caleium, pro- 
tein, and immunoglobulin values were 
within normal 4mits. Repeated cultures of 
sputum amd urme were negative for acid- 
fast bacilli and fungi. Tuberculin test was 
positive; coecid-zidin and histoplasmin skin 
tests were negative. Roentgenograms of 
the chest and kends were normal. A right 
scalene node bieosy was performed, which 
showed noncassating granulomas consis- 
tent with sarcoidosis; cuitures of the tissue 
failed to revea acid-fast bacilli or fungi 
(Fig 5). 

The patient was given prednisone, 30 
mg/day, along with isoniazid, 300 mg/day. 
Because of the »oor clinical response, pred- 
nisone dosage was inereased to 60 mg 
daily. After one month, the eruption sub- 
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sided and pruritus disappeared. Subse- 
quently, prednisone dosage was reduced to 
5 mg/day. The patient continues to remain 
asymptomatic. 


COMMENT 


Sarcoidosis is a multisystem dis- 
order that involves lungs, lymph 
nodes, eye, skin, liver, salivary 
glands, bones, myocardium, and al- 
most any organ in the body.'* The cu- 
taneous lesions are observed in about 
one quarter of the patients. The le- 
sions include erythema  nodosum, 
lupus pernio, chronic plaques, maculo- 
papular rash, subcutaneous nodules, 
and scars.*? Sarcoid skin lesions char- 
acteristically do not itch, do not ulcer- 
ate, and unlike tuberculosis, do not 
produce draining sinuses. Although 
aleohol-induced pain and pruritus oc- 





Fig 3.—Dorsal surfaces of both hands 
and wrists showing eruption. 





Fig 4.—Anterior aspect of both knee 
joints affected with disease. 


curring after a hot shower have been 
described in a patient with sarcoido- 
sis, severe pruritus is distinctly rare 
in the disease. This unusual presen- 
tation may have been responsible for 
the delay in arriving at the diagnosis. 

The diagnosis of skin sarcoidosis 
depends on: (1) clinical evidence of 
multisystemic involvement or the ra- 
diologie picture or both; (2) histologic 
evidence of noncaseating granulo- 
mas; and (3) negative cultures (acid- 
fast bacilli and fungi) of sputum and 
tissue taken for biopsy. The diag- 
nosis should not be considered estab- 
lished if all the three criteria are not 
satisfied. Although the chest x-ray 
film in our patient was normal, there 
was evidence of multisystem involve- 
ment in the form of lymphadenopa- 
thy, eutaneous lesions, and possible 
liver disease. Histologic evidence of 
noncaseating granulomas was ob- 
served in the skin and lymph node 
biopsy specimens. Repeated cultures 
of the sputum, urine, and lymph node 
biopsy specimens were negative for 
acid-fast bacilli and fungi. A positive 
tuberculin test does not rule out the 
diagnosis of sarcoidosis because de- 


Skin Lesions in Sarcoidosis/Fong & Sharma 363 





Fig 5.—Lymph node biopsy specimen showing multiple noncaseating granulomas con- 


taining giant cells (hematoxylin-eosin, x 75). 


pression ef delayed hypersensitivity 
occurs in enly about three quarters of 
the patients with the disease. Fur- 
thermore insensitivity to tuberculin 
is only relative and not absolute, nor 
does the insensitivity appear to be as 
profound as it is in malignant 
lymphopreliferative disorders.*-'^ 
Once the diagnosis was established, 
institution of corticosteroid therapy 


brought a prompt relief. It is sug- 
gested that sarcoidosis should be in- 
cluded in the differential diagnosis of 
a pruritic maculopapular rash. The 
delay in arriving at the diagnosis can 
be avoided by obtaining a biopsy 
specimen of the skin or other affected 
tissues, or both. If a validated Kveim 
suspension is available, an intracu- 
taneous test using the antigen should 


CORRECTION 


be performed. A positive Kveim test 
almost always indicates sarcoidosis.” 
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Juvenile Xanthogranuloma 


and Urticaria Pigmentosa 


LTC Richard L. De Villez, MC, USA; MAJ Bobby L. Limmer, MC, USA 


A 2-year-olc girl had juvenile xantho- 
granuloma with a solitary mastocytoma. 


he clinical and histologic fea- 

tures of juvenile xanthogranu- 
loma (JX G) kave been well defined in 
the dermatologic literature.'? The le- 
sions usually arise in early infancy, 
but may be present at birth. The dis- 
ease shows n» sex predilection, famil- 
ial or raeial tendency, or concomitant 
abnormality 3f lipid metabolism. The 
disease was initially described as 
congenital xanthoma multiplex’; Mc- 
Donagh* praposed the term “nevo- 
xanthoendotielioma," and in 1954 
Helwig and Hackney? introduced the 
name “juvenile xanthogranuloma.” 
The latter designation better fits the 
disease’s his»ologic picture. 

Even thouzh the majority of cases 
are confinec to the skin, extracu- 
taneous involvement of the eyej^ 
pericardium, lungs,** testes,’ soft tis- 
sue, skeietal muscles, salivary gland, 
stomach, periosteum, myocardium," 
mucus membranes, and spleen," has 
been reported. 

In recent years, JXG has been 
found eoncemitantly with neurofi- 
bromatosis/-" and  Niemann-Pick 
disease.* Our patient had JXG and 
urticaria pigmentosa. 
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REPORT OF A CASE 


A 2-year-old girl was referred to the 
Dermatology Clinie, Brooke Army Medical 
Center for evaluation of two small, yellow- 
ish, asymptomatic nodules that were first 
noted when she was three months old. One 
was located near the antecubital fossa on 
the left arm and the other adjacent to the 
clitoris. Pregnancy and delivery had been 
uncomplicated. At 2 years of age, the pa- 
tient was in the 80 percentile for size and 
development. 

Physical examination showed a 1x0.5- 
em firm, yellow to yellow-orange nodule on 
the volar surface of the left forearm near 
the antecubital fossa (Fig 1). The Darier 
sign was negative, and dermatography, 
was not demonstrable. A second 1x1-em 
firm, freely movable, yellow nodule adja- 
cent to the clitoris and involving the base 
of the clitoris was present (Fig 2). Ophthal- 
mologic examination showed no abnormal- 
ities. 

Results of laboratory studies including a 
complete blood cell count, urinalysis, deter- 
mination of total serum lipids, lipoprotein 
electrophoresis, and a chest x-ray film 
were normal. 

Microscopic examination of the lesion 
excised from the left extremity showed 
closely packed cuboidal cells with basophil- 
ic cytoplasm in a tumor-like aggregate 
(Fig 3). Metachromatic granules, charac- 
teristic of urticaria pigmentosa, were iden- 
tified with toluidine blue stain (Fig 4). 

The periclitoral lesion was excised and 
the pathological diagnosis was juvenile 
xanthogranuloma. On microscopic exami- 
nation, a dermal infiltrate containing large 
numbers of pale, vacuolated histiocytes 
that contained lipid (as shown by oil red O 
stain) was noted. Early Touton-giant-cell 
formation was present (Fig 5). Lympho- 


cytes and occasional eosinophils were scat- 
tered throughout the lesien. Mast cells 
were present. Electron microscopy demon- 
strated fat-laden histiocytes. No evidence 
of Langerhans granules was found. 

During a follow-up visit after 13 months 
no evidence of recurrence nor the presence 
of any new lesions was found. 


COMMENT 


Solitary  mastocytosis  (urticaria 
pigmentosa) probably accounts for 
10% to 15% of al cases of mastocy- 
tosis.^ The age of onset is usually 
about 3 to 9 months, but the condition 
may be seen at birth.'* Solitary mas- 
tocytosis may be asymptomatic or ac- 
companied by pruritus and attacks of 
flushing." Cases of solitary and dif- 
fuse cutaneous mastoeytosis have 
been reported in association with os- 
teosclerosis and osteoporosis'*; poly- 
cythemia vera'*; teratoid tumor of the 
ovary”; primary systemic amyloido- 
sis?'; small cell lymphosarcoma”’; lym- 
phoblastie, myelogenous, monocytic, 
and hemocytoblastic leukemias'*; lin- 
ear and localized scleroderma; and 
granuloma annulare.** 

Clinically, the solitary lesions of ur- 
ticaria pigmentosa and JXG may ap- 
pear as a yellow to yellow-orange pa- 
pule or nodule. A positive Darier sign 
over the lesion may differentiate urti- 
caria pigmentosa from JXG. In the 
absence of such whealing, histologic 
studies may be required for certain 
differentiation of these diseases. His- 
tologically, JXG is composed of his- 
tiocytes, foamy  (lipid-filled)  his- 
tiocytes, Touton giant cells, and 
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Fig 1.—Yellow nodular lesion of solitary 
mastocytoma on arm. 





Fig 4.—Mast cell granules staining me- 
tachromatically with toluidine blue (tolui- 
dine blue, x 400). 


lymphocytes. Ultrastructural exami- 
nation shows there is an absence of 
rod-like tubular structures—Langer- 
hans granules—in the cytoplasm of 
the histiocytes. Such structures have 
been consistently reported to be pres- 
ent in the three forms of histiocytosis 
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Fig 2.—Nodular lesion of juvenile xan- 
thogranuloma around base of clitoris. 





Fig 5.—Touton giant cell with surround- 
ing lipid-laden histiocytes (hematoxylin- 
eosin, x 400). 


The solitary mastocytoma is com- 
posed of aggregates of mast cells lo- 
cated in the upper dermis, which 
contain metachromatic granules. Eo- 
sinophils are often intimately associ- 
ated with the mast cell infiltrate and 
may suggest the picture of insect 
bites, eosinophilic granuloma, myelog- 
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Fig 3.—Tumor-like aggregate of mast 
cells in papillary dermis (hematoxy!in-eo- 
sin, x 400). 


enous leukemia, Letterer-Siwe dis- 
ease, or Hodgkin disease." The 
occasional syncytial arrangement of 
premature mast cells in a solitary le- 
sion of urticaria pigmentosa” may 
suggest a xanthomatous disease. 

Although the patient's nodular le- 
sions were clinically similar to each 
other, histologic studies showec that 
metachromatic granules of the mast 
cells were present in the antecubital 
lesion, while the foamy histiccytes 
were predominant in the periclitoral 
lesion. The Langerhans granules, 
found in histiocytosis X were absent. 
The chance occurrence of urticaria 
pigmentosa and JXG has been dem- 
onstrated in this patient. 
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(FLUOGINOLONE ACETONE). 
0.025- Emollient Cream 





A new acne soap from 
Neutrogena: 


Is that reason enough to try it? 


It all depends on what you want an acne soap to do. Ours 
simply cleanses and dries. Unlike many other acne soaps, 
Neutrogena Acne Soap contains no medication to interfere 
with your prescribed acne treatment. Just that pure, safe 
mildness common to all Neutrogena dermatologics, plus 
lipid solvents and surfactants to help degrease the skin 
and reduce oily secretions. 

In addition to these reasons, the excellent acceptance 
of Neutrogena products will help your patients keep to 
your recommended regimen. 


:eulrogena. 


acne-cleansing soap 


net wt. 3.5 oz. 





Neutrogena® Acne-Cleansing Soap 


For professional samples, write Medical Services, Dept. AD 


Neutrogena Corporation, 5755 West 96th Street, Los Angeles, California 90045. 
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computers 
9nd medicine 


the publication that tells you how 
physicians have put computers to 
work -- in practical, valuable ways 


This bi-monthly publication reports 
on ways computer potential has 
been harnessed and used clinically 
and administratively in private 
practice, clinics, hospitats, and 
medical societies. 

It describes medical-computer 
systems in use now, those still 
in the developmental and 
experimental stages, and tells you 
whom to contact for more details. 

Let COMPUTERS AND MEDICINE 
start bringing you ideas. Order 
a subscription now! Send a check 
or money order ($5 in U-S. and 
Possessions; $7 All Other Countries) 
to Subscriber Services, AMA, 535 N. 
Dearborn St., Chicago, Il. 60610. 


Provide your patients with 
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Intensive Benzoyl Peroxide Acne Therapy 








Daytime Nighttime 
Lotion Gel 
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ACNE GEL 
(Hydrocortisone 0.5 4. Benzoy! Peroxide 596, Chlorhydroxyquinoline 0.25%.) 2 G 
Most rapid ard dranatic improvement during Benzagel 


initial therapy peried ® ACNE GEL 


(10% or 5% Benzoyl Peroxide, 6% Polyoxyethylene Lauryl Ether, 40% Alcohol.) 


Bactericidal ~s. C. acnes 
Maximal Drying and Peeling Antibacterial 


Superior penetrabilicy into pilosebaceous structures 


Lowest Cost of All Benzoyl Peroxide Gels 


(1) Patient may be-transf rred to Vamoxide Lotion after initial two week period. 





Remarkable patient acceptance — Outstanding flexibility 


From the Originators of 
Benzoyl Peroxide Acne Therapy. 


VANOXIDE-HC& LOTI@N — DES-RIPTION: Vanoxide-HC Acne Lotion contains (as dispensed) Hydrocortisone 0.5%, Benzoyl Peroxide 5.0% and Chlorhydroxyquinoline 0.25% 
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(No contest. 


EFFICACY, COMPARISON / CLINICAL GRADE / 20 SUBJECTS 


Pyrithione zinc anti-dandruff shampoo has 
been widely accepted as cosmetically superior to 
the sulfur salicylic acid type formulation. 

But what about efficacy? 

Danex® shampoo (pyri- 
thione zinc 1%) proves, with- 
= Out a doubt, that a cosmet- 

-ically superior shampoo can 
also be one that works. 

We've taken on the 
leading sulfur salicylic sham- 
poo, Sebulex® (sulfur 2%, 
salicylic acid 2%), to prove 
our point.’ 

Two separate testing methods were used to 
determine efficacy; clinical grading and corneocyte 
counting.? ^. 

Ten patients used Danex and 10 patients used 
Sebulex. In order to be accepted, each patient 
had to have at least grade 5 dandruff based on the 
following scale: 0-1 very little scaling, 2-3 mild 
sealing, 4-5 moderate scaling, 6-7 severe scaling, 
8-10 very severe scaling. 

The patients were examined prior to sham- 
pooing, a clinical grade was assigned and a corneo- 
cyte count was taken. All subjects shampooed 
twice weekly for three weeks. Clinieal grades 
and corneocyte counts were determined at various 
times during this treatment period. Following 
treatment all patients were switched to a non- 
medicated shampoo. Grading and shampooing con- 
tinued for two more weeks in order to determine 
the rates of remission. The results of these tests 
can be seen in the graphs. 


In summary, both testing methods show 
Danex to be vastly superior to Sebulex in the 
treatment of dandruff. 


las Herbert Technical Report No. 30, 1974 

















2 This method is fully explained in “A Method for Visualizing and Quantitating the 
Desquamating Portion of the Human Stratum Corneum" Kenneth J. McGinley, 
Richard R. Marples, B. M., M. Sc. and Gerd Plewig, M.D., J. Invest. Dermatol., 53 
107-11 1969, and "Appraisal of Efficacy of Antidandruff Formulations’ Albert M. 
Kligman, M.D., Ph.D., Richard R. Marples, B.M., M.Sc., M.R.C. Pathol., Larry R. Lantis, 
M.D., and Kenneth J. McGinley, J. Soc. Cosmet. Chem., 25: 73-91 February 1974. 
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Cooperazive Study 


Uses for Immunofluorescence Tests 
of Skin and Sera 


Utilizatior of Immunofluorescence in the Diagnosis of Bullous Diseases, 


Lupus Erythematosus, and Certain Other Dermatoses 


Sera and rozen Biopsy specimens 
taken for immanofluorescence can be of 
diagnostic value in studies of vesiculo- 
bullous eruptiens and connective tissue 
diseases. Appropriate nandling of speci- 
mens is impor=ant. In cases of pemphigus 
and pemohigc d, findings of typical anti- 
bodies ir ser- and immunoglobulin de- 
posits in skin sections serve to establish 
the diagnoses Fluctuations in titers of 
pemphigus andibodies afford a prognostic 
guide. IgA desosits at the dermoepider- 
mal junction n patients with vesiculo- 
bullous eruptibns are diagnostic of der- 
matitis Ferpet formis. Elevated titers of 
antinuclear ar&ibodies. frequently with a 
peripheral pat=rn, and"DNA antibodies as 
well as iunct2nal deposits of immuno- 
globulins or eomplement or both in the 
apparentty uminvolvec skin are highly 
characteristic of systemic lupus er- 
ythematcsus. More or less typical pat- 
terns of immuasogiobulin and complement 
deposits in tre lesion appear in discoid 
lupus erythematosus. porphyrias, and 
some other d« rmatoses. 
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1. INTRODUCTION 


3 in communication is designed to 
serve as a guide to physicians 
who want to use immunofluorescence 
as an aid to diagnosis of certain skin 
diseases. Immunofluorescence can af- 
ford a valuable supplement to conven- 
tional clinical and histopathologic ex- 
amination. In cases of pemphigus, 
bullous pemphigoid, cicatricial pem- 
phigoid, and dermatitis herpeti- 
formis, the immunologic findings are 
specific for the disease. In cases of 
chronic discoid and systemic lupus er- 
ythematosus, they are highly impor- 
tant. Immunofluorescent studies have 
yielded findings of special interest in 
certain vascular skin disorders, lichen 
planus, and the cutaneous expressions 
of various forms of porphyria. In 
some diseases, especially in such con- 
nective tissue diseases as scleroderma 
and dermatomyositis, the diagnostic 
value of immunofluorescent findings 
is still under investigation. 

The choice of specimen(s) for im- 
munofluorescent examination de- 
pends on the disease. In pemphigus 
and bullous pemphigoid, a serum 
specimen may be sufficient to estab- 
lish a diagnosis. However, most ex- 
perts in the field recommend that 
both serum and biopsy specimens 
Should be examined by immuno- 
fluorescence. Skin biopsy specimens 
are necessary for the immunofluores- 
cent study of dermatitis herpeti- 
formis, herpes gestationis, cicatricial 
pemphigoid, and discoid lupus er- 
ythematosus (DLE). In some cases of 
pemphigus and bullous pemphigoid 
and in all cases of systemic lupus er- 
ythematosus (SLE), both the serum 
and the skin biopsy specimen must be 
examined. In some situations, por- 
tions of clinically normal skin should 
also be submitted for examination. 
Direct immunofluorescent staining of 
skin biopsy specimens of lesions of li- 
chen planus, porphyria, and vasculitis, 
although mainly of research interest, 
are of diagnostic value in certain 
cases. 

Histopathologie findings receive 
only passing mention in this commu- 
nication. A number of books afford 
excellent reviews of the subject.'-5 A 
review of the methods for performing 
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immunofluorescent exami- 
nations wil appear in a separate 


reliable 


communication. Currently, several 
sources of information on these tech- 
niques are available."'* Selected re- 
views of results of immunopathologic 
studies of the skin also afford some 
detailed descriptions of methods." 


2. TYPES OF SPECIMENS FOR 
IMMUNOFLUORESCENT STUDIES 
OF SKIN DISEASES 


The value of immunopathologic 
tests corresponds to the judiciousness 
with which specimens are selected for 
study. That is, an experienced immu- 
nopathologist using adequately de- 
fined immunofluorescent methods can 
obtain reliable results only if speci- 
mens are selected properly. The fol- 
lowing types of specimens are used. 


2.1 Specimens Indicated for 
Immunofluorescent Studies 
of Skin Diseases 


Two types of specimens can be ex- 
amined for immunopathologic hall- 
marks, notably serum samples and 
biopsy specimens of skin or mucous 
membranes. The latter may be from 
involved or uninvolved areas or both 
depending on the type of disease en- 
tity. 

2.1.1 Serum Samples.—At least 8 ml 
of blood without anticoagulants 
should be collected. Serum should be 
separated from clotted blood and can 
be sent to the laboratory at ambient 
temperatures. If the test is to be per- 
formed in another city, serum sam- 
ples can be sent by air mail without 
freezing. If no facilities are available 
far separating sera, then clotted 
blood can be sent. Do not freeze clotted 
blood samples. This causes massive he- 
molysis. Mailing of clotted blood sam- 
ples may sometimes give rise to prob- 
lems if specimens freeze or become 
grossly contaminated. 

2.1.2 Skin Biopsy Specimens.—At 
present, quick-freezing is the most 
widely used method for handling 
biopsy specimens for immunofluores- 
cent testing. Three procedures for 
handling frozen biopsy specimens are 
described in the following para- 
graphs. At least two other methods 
for handling and processing biopsy 
specimens in special fixatives are cur- 





rently being evaluated in various lab- 
oratories.''* One, an N-ethyl male- 
imide buffer with ammonium sulfate 
is currently in use in several labora- 
tories. While such buffers allow easy 
transport of skin biopsy specimens to 
the laboratory, experience with 
biopsy specimens transported in buf- 
fer has not yet allowed complete eval- 
uation of the procedure. In the face of 
negative results, therefore, it may be 
necessary to obtain a subsequent, 
quick-frozen biopsy specimen. The 
quick-freezing and buffer-transport 
methods cannot be mixed, ie, frozen- 
tissue cannot be placed in buffer solu- 
tion for shipping. 

For quick-frozen biopsy specimens, 
freezing should be done promptly to 
obtain reliable results. The tissue 
must remain frozen until it reaches 
the laboratory. Details of procedures 
for transporting specimens should be 
arranged with the laboratory. 

The following methods for quick- 
freezing are commonly used. 

Surgical Biopsy Methods.—If hospi- 
tal facilities for quick-freezing of 
biopsy specimens are available, these 
may be used. One procedure consists 
of mounting the fresh specimen in a 
cryostat without intermediate stor- 
age in a frozen state. Anether method 
entails quick-freezing with com- 
pressed carbon dioxide followed by 
sectioning in a cryostat. 

Liquid Nitrogen F'reezing.—Physi- 
cians who have ready aceess to liquid 
nitrogen can place the biopsy speci- 
men in a clean, dry test tube or in a 
plastic container, aluminum foil, or a 
gelatin capsule before quick-freezing 
it in liquid nitrogen. 

Dry Ice-Acetone Freezing.—A slush 
of dry ice and either acetone or eth- 
anol can serve as a coolant. The tissue 
should be put in a test tube so that it 
does not come in direct contact with 
the organic solvents. 


2.2 Nature of Tests 


Serum samples are tested for circu- 
lating auto-antibodies or iso-anti- 
bodies as revealed by in vitro tests. 
Biopsy specimens are examined for in 
vivo deposits of serum proteins. Se- 
rum studies are referred to as immu- 
nofluorescent serology, while exami- 
nations of biopsy specimens are called 
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Di «ease IF 
Pemphigus vulgaris Yes 
Pemphigus »vith thymoma Yes 
Bullous pensphigoid Yes 
Cicatricial pemphigoid Yes 

andiBrunsting-Perry type 
Dermatitis -erpetiformis Yes 
Systemic LE Yes 
Discoid LE Yes 
Sclercderm « No 
Vasculitis E a 
Lichen planes asd 
Porphyrias rand certain san | 


liver disezses) 








Table 1.—Types of Immunofluorescence Associated With Certain Skin Diseases* 


Serum Findings 


Biopsy Findings See Also 
Types of Antibodies an a a 
Pattern of IF HF* Seen in IIF Tests Section Table 
IC Yes IC Ab 3.1 2.3 
IC Yes ICAb + skeletal muscle Ab ke 
BMZ-L Yes BMZ Ab 3.2 4 
BMZ-L = None or BMZ Ab 3.2 4 
BMZ-F or BMZ-L mostly of IgA No None 3.4 5 
BMZ-G normal and lesion Yes ANA 3.6 6 
BMZ-G lesion = None or ANA 3.6 6 
Negative Yes Nucleolar Ab and ANA 3.7 
Vessel walls No None 4.1 7 
Globular deposits in = None 4.1 i 
dermis and epidermis 
Vessel walls dermis, BMZ = Mitochondrial Ab (and 4.1 (i 


smooth muscle Ab) 






















* IF indicates immunefluorescent staining of skin biopsy specimens for in vivo deposits composed mainly of IgG and usually also comple- 


ment (except as indicated in parenthesis); IIF, indirect IF staining with patients’ sera for circulating autoantibodies; +, 


usually negative; 


Ab, antibodies IC, intercellular (areas of epithelium); BMZ-L, basement membrane zone usually with a linear pattern; BMZ-G, basement mem- 
brane zone usually with a granular or BMZ-F fibrillar pattern; BMZ-F or BMZ-L, either pattern; ANA, antinuclear antibodies. 


T See text fcr indications. 


immunochistdogic examinations. 

2.2.1 Serum Studies.—Sera are ex- 
amined by indirect immunofluores- 
cence. That is, patients’ sera are 
allowed to react with the tissue sec- 
tions. Sections of monkey esophagus 
react with “skin” antibodies of hu- 
man sera that fail to react with hu- 
man skin.^ Also, other substrates, 
such as guinea pig esophagus, fre- 
quently yield false negative results. 
Specificanti »odies that react with tis- 
sue components are rendered visible 
by first rineng off unreacted serum 
proteins; then fluorescein-labeled an- 
tibodies to himan IgG are allowed to 
react with -he patient's antibodies 
that have fi-ed to the tissue section; 
and finally (efter appropriate process- 
ing), the secfions are examined with a 
fluorescence microscope. 

Both the physicians who request 
such tests ard the laboratory workers 
responsible for performing them need 
to be aware of the fact that at least 
11 distinct “issue antibodies are de- 
tectable in patient sera by this 
method“: Same information on their 
relevance is given im section 2.4 and 
in Table 1. 

The most reliable comparisons of 
previous ani present titers are ob- 
tained by laboratories that retest the 
previous sera together with the new 
or repeat specimen. 

2.2.2 Stud-es of Biopsy Specimens.— 
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Biopsy specimens for immunohisto- 
logic tests are examined, usually by 
the direct staining method, for epi- 
thelial, junctional (basement mem- 
brane zone), and papillary or reticular 
dermis or for vascular deposits of 
IgG, IgA, and IgM as well as comple- 
ment and properdin. 


2.3 Laboratories 


Regardless of the type of arrange- 
ments that are made for laboratory 
services for immunofluorescent tests 
of the type discussed in this report, 
one point must be stressed. Only qual- 
ified laboratories should do such tests; 
ie, biopsy specimens and blood sam- 
ples should be sent to laboratories 
that perform them with reliable 
methods, since results of unreliable 
test procedures may result in mis- 
diagnosis and error in management. 
At present, formal programs for cer- 
tification in immunopathology of the 
skin have not as yet been instituted 
but the professional persons in charge 
of the laboratory should be ade- 
quately trained. The necessary back- 
ground can be gained by working in 
another laboratory that performs 
such studies with reliable methods or 
by special training in tissue immunol- 
ogy and immunopathology. Since this 
report is designed primarily for phy- 
sieians who use immunofluorescent 
tests rather than for laboratory work- 


ers, no technical details are given 
here. 


2.4 Types of Immunofluorescent 
Findings 


Several types of immunofluores- 
cent findings are encountered in stud- 
ies of skin diseases.^ While only 
about half of these are of diagnostic 
significance, the remainder must be 
recognized since they can give rise 
to problems in detection or inter- 
pretation or both of reactions of the 
more relevant tissue antibodies. A list 
of 11 types of tissue antibodies de- 
tected by indirect immunofluorescent 
tests of patient sera on monkey 
esophagus sections is given in Table 
1. 

The following types of antibodies 
are the most relevant from the diag- 
nostic point of view. 

Intercellular Antibodies of Pem- 
phigus.'*—See section 3.1.1 for details. 

Antibodies to Blood Groups A 
and/or B.'—Blood group antibodies 
that give high agglutination titers 
may yield immunofluorescent stain- 
ing of the intercellular areas. The lat- 
ter needs to be differentiated from 
the immunofluorescent staining of 
pemphigus antibodies. 

Basement Membrane Zone Anti- 
bodies of Bullous Pemphigoid.'*—See 
section 3.2.1 for details. 

Nuclear  Antibodies."—High titers 
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of antinuclear antibodies (ANA) are 
usually associated with SLE, but 
they may also occur in other connec- 
tive tissue diseases and in some cases 
of DLE. 

The peripheral pattern of nuclear 
staining is quite characteristic of 
SLE, whereas speckled and nucleolar 
patterns*® are frequently associated 
with systemic sclerosis. The speckled 
pattern may also be associated with 
the so-called mixed connective tissue 
disease.”! 

Smooth-Muscle Antibodies.— 
Smooth-muscle antibodies have been 
associated with chronic active or lu- 
poid hepatitis and hepatocutaneous 
syndromes." Further studies need to 


these antibodies in such skin dis- 
Ga3868,*^.* 

Mitochondrial | Antibodies.—Found 
in 90% of patients with primary bili- 
ary cirrhosis, mitochondrial anti- 
bodies are also detected in other dis- 
eases, such as lupoid hepatitis, 
prolonged extrahepatic obstruction, 
SLE, Sjögren syndrome.” 

Skeletal Muscle Antibodies.'*—Skel- 
etal muscle antibodies occur in about 
one third of the cases of myasthenia 
gravis or thymoma. More than 90% of 
the patients with both of these dis- 
eases have these skeletal muscle anti- 
bodies. Muscle antibodies have also 
been found in patients with pem- 
phigus and myasthenia gravis, with 
or without evident thymoma. 


3. SKIN DISEASES IN WHICH 
IMMUNOFLUORESCENT STUDIES 
ARE INDICATED 


3.1 Pemphigus" * ^ 


Serum studies for pemphigus anti- 
bodies are indicated in all forms of 
pemphigus; that is, pemphigus vul- 
garis, pemphigus vegetans, pemphi- 
gus foliaceus (including the Brazilian 
form), and pemphigus erythematosus. 
Immunofluorescent studies of biopsy 
specimens are sometimes also indi- 
cated. 

3.1.1 Serum Studies.—In all cases of 
suspected pemphigus, examination of 
the patient’s serum for circulating in- 
tercellular antibodies is advisable. 
These antibodies are demonstrable in 
virtually all active cases if repeated 
tests are made during different 
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Table 2.—Skin Diseases With Acantholysis 






IF Studies 









Diagnosis Serum Skin Biopsy Specimen 
Pemphigus vulgaris and other forms of true s 
pemphigus in active cases over 90% essentially all cases 






Hailey-Hailey disease — -— 


Pyoderma vegetans, p id 
bullous Darier disease — — 


Transient acantholytic dermatosis?” 






Table 3.—Pemphigus: Indications for Serum and Skin Biopsy Studies 


Serum Studies Skin Biopsies 
Intercellular 
Staining 
for IgG 


Indications 
for Serum 
Studies 


Indications 
for Biopsy 


Pemphigus 
Antibodies 


Diagnosis 
YesT 


YesT 
YesT 
Yest 


Pemphigus vulgaris 
Pemphigus vegetans 
Pemphigus erythematosus 
Pemphigus foliaceus 


Follow-up* 
True pemphigus Yes 


Pemphigus-like antibodies Yes 





T Yest 
J- Yes§ 
“++ Yes|| 
+ Yes 


+ or —# No 
+ or— No** 


* Follow-up of course of disease and treatment. 


1 Repeated examinations at 2-3 week intervals. 


t In clinically doubtful cases. 


8 Especially for differentiation from pyoderma vegetans and other conditions. 
|| Biopsy specimens should be taken from lesions on face or exposed areas. 
{| Immunofluorescence in intercellular area and at dermoepidermal junction. 


# Findings depend on activity of disease. 


** Only of interest from scientific point of view. 


stages of the disease. 

Detection of circulating antibodies 
may sometimes be difficult because of 
technical problems. In those cases, 
skin biopsies for direct immunofluo- 
rescent studies are recommended. 

The recognized acantholytie dis- 
eases and the expected immunofluo- 
rescent findings in such cases are 
listed in Table 2. Indications for se- 
rum studies in various forms of pem- 
phigus are listed in Table 3. 

Diagnostic Value of Intercellular 
Antibodies.—Titers of 10 or 20 in the 
presence of typical clinical and histo- 
logic findings may be regarded as 
consistent with the initial diagnosis. 
In the presence of atypical, clinical, or 
histologic findings and a titer of pem- 
phigus antibodies of 10 or 20, confir- 
mation by direct immunofluorescent 
tests is necessary. In such cases, pem- 
phigus antibody titers of 40 or more 
may be regarded as consistent with a 
diagnosis of pemphigus. Even in such 
cases, confirmation by direct immuno- 
fluorescent tests is desirable (Table 
3). 


Circulating pemphigus antibodies 
may be difficult to detect in early 
cases, when there are only a few le- 
sions, and also in pemphigus in re- 
mission. In cases of suspected early 
pemphigus and weak reactions for 
pemphigus antibodies, repeat tests 
are indicated. 

Circulating pemphigus-like anti- 
bodies appear as weak intercellular 
staining reactions that may appear in 
low or high titers, for example, after 
burns.” They usually disappear spon- 
taneously. The persistence of pem- 
phigus-like antibodies for several 
months should alert the physician to 
the possibility that the patients may 
develop true pemphigus.” The differ- 
entiation of pemphigus-like anti- 
bodies from pemphigus antibodies de- 
pends on the examination of biopsy 
specimens. That is, immunofluores- 
cent tests of biopsy specimens give 
negative results in the cases with 
pemphigus-like antibodies (Fig 1). 

While pemphigus-like antibodies 
and intercellular binding of IgG have 
been reported to occur in patients 
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Titer of IC Antibodies 


Fig 1.—Rela ion of pemphigus-like antibodies (PLA) to pemphigus antibodies (PA): In- 
direct immuncfluorescence tests for intercellular (IC) antibodies of pemphigus or PA 
characteristic: lly give rise to strong reactions in high titer. There is no such thing as a 
strong reactioa at a low titer (marked * in figure). Weak staining reaction in low titers of 
10 to 20 or even in higher titers may be due to PLA. Weak reactions in low titers also oc- 
cur in inactive cases ef pemphigus and thus may be true PA. The latter may be con- 
firmed by immunofluorscent tests of biopsy specimens if lesions appear. Final differ- 
entiation of pemphigus-like antibodies from true pemphigus antibodies rests on 
demonstratior: of characteristic IC deposits of IgG in biopsy specimens. Typical IC de- 
posits of IgG «re only associated with true PA. 


Fig 2.—Rela ion of antibody titer to extent of lesions in pemphigus: Titers of the inter- 
cellular antibcdies of pemphigus (PA) fluctuate with extent of bullous lesions. Usually 
rise in titer appears either before or at same time as appearance of fresh lesions. In a 
few cases in which lesions appear shortly before free antibodies can be detected, im- 
mune complexes of PA and their antigen may be present in serum. In such cases, repeat 
specimen should be taken in one to two weeks. 
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with penicillin allergies who have 
morbilliform type of eruptions,” it 
has not been possible to confirm this 
observation.” 

Prognostic Value of Intercellular 
Antibodies.""*—While there is a gen- 
eral correlation between titers of 
pemphigus antibodies and the clinical 
condition, a single titer cannot be 
used as a basis for adjusting the dos- 
age of drugs such as corticosteroids or 
of immunosuppressants. Obviously, 
for adjusting the dosage of the drug, 
the clinical condition must be taken 
into account. However, a rise in titer 
of two doubling dilutions or more of 
intercellular antibodies is a sign of an 
impending relapse. Similarly, a fall in 
titer is an indication of effective con- 
trol of the disease process. Repeated 
tests on patients’ sera to detect 
changes in titers, therefore, are help- 
ful in evaluation of the clinical course 
of the disease. They should be per- 
formed preferably every two to three 
weeks until the disease is in remis- 
sion. When the disease is in remis- 
sion, the tests should be repeated ev- 
ery one to six months. 

With regard to the immunofluores- 
cent titration, it should be recognized 
that a change in titer of one doubling 
dilution is considered to be within the 
limits of error, but a change of two 
doubling dilutions is significant if the 
tests are performed properly. For re- 
liable evaluation of changes in titers, 
old and new sera should be tested 
simultaneously. Construction of 
graphs that allow evaluation of anti- 
body titers and their relation to dis- 
ease activity and drug dosages is rec- 
ommended. Figure 2 illustrates a 
suggested format for such graphs. 

3.1.2 Skin Biopsy Specimens.—Inter- 
cellular deposits of IgG can be dem- 
onstrated by immunofluorescence in 
the epithelium of virtually all pa- 
tients with active cases of pemphigus. 
In cases of suspected pemphigus with 
few lesions and a low titer or no de- 
monstrable pemphigus antibodies, 
immunofluorescent studies of biopsy 
specimens are of decisive importance. 

For immunofluorescent examina- 
tion, the earliest bullous lesion should 
be taken, provided that normal adja- 
cent skin is also included. A separate 
skin biopsy specimen should be ob- 
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tained for staining with hematoxylin- 
eosin. This makes it possible to dem- 
onstrate not only intercellular fluo- 
rescence but also the typical archi- 
tecture of the bullous lesion, ie, the 
intraepidermal bulla with acantholyt- 
ic cells (Tables 2 and 3, Fig 3). 

For lesions on the mucous mem- 
branes, biopsy specimens for immu- 
nologic studies should be taken from 
the periphery of a fresh lesion, since 
the epithelium is usually extensively 
eroded and therefore the immunoflu- 
orescent reaction cannot be detected. 

Tissue studies are also indicated in 
cases of pemphigus erythematosus in 
which intercellular immunofluores- 
cent and specific fluorescence at the 
dermoepidermal junction may be de- 
monstrable, the latter being the fea- 
ture characteristic of LE. In such 
cases, immunofluorescence at the der- 
moepidermal junction can be demon- 
strated mainly in lesions localized to 
the face and other exposed areas of 
the face or the scalp.^?' These find- 
ings occur less frequently on the 
trunk and other unexposed areas.” 

Biopsy for immunofluorescent stud- 
ies is also indicated in cases in which 
there is difficulty in differentiating on 
the basis of clinical and histological 
findings between pemphigus vege- 
tans and pyoderma vegetans, since 
acantholytic cells may sometimes oc- 
cur in this disease.^?* Skin specimens 
are also helpful in differentiating 
cases of subcorneal pustular derma- 
tosis from early pemphigus erythe- 
matosus or foliaceus, since intercellu- 
lar immunofluorescence is positive 
only in true pemphigus. In any of 
these conditions, indirect immuno- 
fluorescent studies may not yield 
decisive results because of technical 
problems. Biopsy specimens for im- 
munofluorescent studies are always 
useful to confirm the diagnoses. 

Since immunofluorescent findings 
are invariably negative in familial 
benign chronic pemphigus of Hailey 
and Hailey, Darier disease,''*?* and 
transient acantholytic dermatitis, se- 
rum studies and immunopathologic 
examination of skin biopsy specimens 
are not needed" (Table 2). 

Clinically atypical cases of bullous 
diseases require immunopathologic 
investigation, especially those that 
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show histologic and cytologie evi- 
dence of acantholysis. When the se- 
rum tests are negative, immunofluo- 
rescent tests of the skin biopsy 
specimen are required. Where pos- 
sible, both should be done at the on- 
set. 


3.2 Bullous Pemphigoid and 
Cicatricial Pemphigoid?! 2: 


In (bullous) pemphigoid, both 
biopsy and serum studies can be of 
value in the differential diagnosis. 
While the relevance of serum studies 
in cicatricial pemphigoid is still under 
investigation, the available evidence 
clearly indicates that the immunoflu- 
orescent studies of biopsy specimens 
are of importance. Cicatricial pemphi- 
goid is also referred to as mucous 
membrane pemphigoid, or benign 
mucous membrane pemphigoid and in 
the French literature as dermatite 
mucosenechiante. Some European in- 
vestigators consider cicatricial pem- 
phigoid as a variant of pemphigoid 
and therefore do not use the term 
cicatricial. 

Childhood forms of bullous pemphi- 
goid have also been reported.” 
Available evidence suggests that her- 
pes gestationis may also belong to 
this group” (See section 3.3). 

3.2.1 Serum Studies.—Antibodies to 
basement membrane zone antigens of 
stratified epithelium are highly spe- 
cific for bullous pemphigoid. More 
than 80% of patients with active cases 
have such antibodies. While there ap- 
pears to be some correlation between 
titers of basement membrane zone 
antibodies and the severity of bullous 
pemphigoid, the fluctuations in titers 
cannot be used for prognostic pur- 
poses as is done in pemphigus. 

The immunofluorescent findings in 
cicatricial pemphigoid indicate that 
the percentage of serologically posi- 
tive cases is low (Table 4). Up to now, 
no circulating epithelial antibodies 
have been demonstrated in the 
Brunsting-Perry variant of the local- 
ized cutaneous cicatricial pemphigoid. 

3.2.2 Skin Biopsy Specimens.—Skin 
biopsy specimens should be taken at 
the edge or adjacent to a bulla, as in- 
dieated in Fig 3 (although these are 
of course subepidermal). Linear de- 
posits of IgG and complement can be 


demonstrated at the basement mem- 
brane zone of the normal skin adja- 
cent to lesions in virtually all cases of 
bullous pemphigoid and also in most 
cases of cicatricial pemphigoid and lo- 
calized Brunsting-Perry type pemphi- 
goid. Frequently serial sections or 
multiple biopsy specimens or both 
need to be examined by direct immu- 
nofluorescent staining, particularly in 
cases of cicatricial pemphigoid. 

Skin biopsy specimens are indis- 
pensable in cases with negative se- 
rum findings. Thus they are clearly 
indicated at the time of the initial 
visit of a patient. For direct immuno- 
fluorescent studies of bullous pemphi- 
goid, a specimen from the periphery 
of a fresh bulla is taken since in older 
lesions the basement membrane may 
be completely destroyed, resulting in 
a negative immunofluorescent find- 
ing. If the findings are negative in 
the vicinity of the bulla, serial sec- 
tions should be examined. However, 
in very fresh lesions, fluorescence of 
the basement membrane may be de- 
tected also within the bulla. For di- 
rect immunofluorescent studies of 
cicatricial pemphigoid involving the 
mucous membranes or skin, a speci- 
men should be obtained from the area 
adjacent to an erosion or bulla. In the 
Brunsting-Perry type cf cicatricial 
pemphigoid, biopsy specimens should 
be taken partly in the scarred area 
and partly in the adjacent normal 
skin (Table 4). 

In summary, repeated examina- 
tions and serial sections of biopsy 
specimens yield positive findings in 
virtually all bullous pemphigoid cases 
and establishes the diagnosis. The ex- 
perience to date in cicatricial pemphi- 
goid is rather limited, but the major- 
ity of biopsy specimens described so 
far were positive for IgG and comple- 
ment. Similar findings are observed 
in the Brunsting-Perry variant of 
cicatricial pemphigoid. 


3.9 Herpes Gestationis , 38,39 


Conflicting immunofluorescent 
findings have been reperted in this 
disease. In the French literature 
there are reports of the presence of 
granular, linear, or mixed deposits of 
IgA in the dermal papillae of normal 
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PEMPHIGUS 


———5 mm 3iopsy 


Fig 3.—Indi- ated site for biopsies of large bullae of type usually 
seen in pempnigus or bullous pemphigoid: 5-mm punch biopsy 
specimen shculd be taken of margin of the bulla and of adjacent 
apparently ncrmal skin. Most of biopsy specimen (about two 
thirds of its c ameter) should be of skin adjacent to lesion, be- 
cause charac-eristic deposits of immunoglobulins and comple- 
ment which [-ecede the formation of lesions can be seen most 
clearly at edg * of fresh developing lesions. If a 5-mm specimen is 
too difficult tc obtain, a 4-mm specimen may be adequate. 


skin. These findings resemble those 
characterist=s of dermatitis herpeti- 
formis. On t3e other hand, reports in 
the American literature describe the 
presence of zomplement and proper- 
din in the b.semen* membrane zone. 
In one cass, circulating basement 
membrane zone antibodies have been 
observed. The latter two findings 
would suggest the possible relation- 
ship to bulleas pemphigoid. 

3.3.1 Serum Studies.—Tests for 
pemphigus and bullous pemphigoid 
antibodies saould be carried out. 

3.3.2 Biopry Specimens.— Biopsy 
specimens sBould be taken of the ap- 
parently unmvolved skin adjacent to 
the lesion as well as of the lesion it- 
self. 


3.4 Dermatitis Herpetiformis'^ 


Immunofl: orescence studies of skin 
biopsy specimens have proven to be of 
considerable diagnostic value in der- 
matitis her»etiformis, especially in 
those cases m which the clinical and 
histologic diterentiation from bullous 
pemphigoid nay be difficult. 

Although investigators in the 
“French scheo!" stil! hold that derma- 
titis herpeti ormis and bullous pem- 
phigoid are ~he same disease, Lever's 
contention? -hat bullous pemphigoid 
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still needed. 


is a nosologic entity separate from 
dermatitis herpetiformis has been 
confirmed by results of immuno- 
fluorescence studies and is now gen- 
erally accepted.''* 

3.4.1 Serum Studies.—No findings of 
cireulating antibodies have proven to 
be pathognomonic of dermatitis her- 
petiformis. Serum samples for immu- 
nofluorescent serology are indicated, 
however, for differentiating derma- 
titis herpetiformis from bullous pem- 
phigoid. Reticulin antibodies, which 
are associated primarily with celiac 
disease, occur in about 20% of the 
cases of dermatitis herpetiformis.* 

3.4.2 Skin Biopsy Specimens.—De- 
posits of immunoglobulins consist 
mainly or exclusively of IgA and com- 
plent in cases of dermatitis herpeti- 
formis. They usually occur within the 
dermal papillae and, less frequently, 
at the basement membrane. These 
deposits, which are mostly granular 
but occasionally linear, are character- 
istic for dermatitis herpetiformis. Se- 
lection of the biopsy site in patients 
with dermatitis herpetiformis is of 
utmost importance. According to 
some authors,” unchanged skin or er- 
ythematous plaque in the vicinity of 
the lesions should be taken for exami- 
nation since the vesicular lesions 





Fig 4.—Indicated site for biopsies of vesicular lesions of type 
usually seen in dermatitis herpetiformis: Biopsy specimen should 
be taken only of skin adjacent to vesicle not of lesion itself. Rea- 
son for this is that IgA deposits which characterize this disease 
usually can no longer be found at site of vesicle. A high percent- 
age of positive findings of IgA deposits have also been reported 
for biopsy specimens of buttock.** However, more extensive com- 
parisons of the frequency of positive findings at different sites are 


themselves usually yield negative im- 
munofluorescent results (Table 5; Fig 
4). Some have found biopsy specimens 
of tissue from the buttock to be 
highly reliable." Others prefer to 
take biopsy specimens of the initial 
urticarial lesion, since IgA deposits 
can be seen more easily in these le- 
sions. However, positive results are 
frequently obtained only in studies of 
serial sections or of repeated biopsy 
specimens. It should, therefore, be 
stressed that a single examination 
may be insufficient for the detection 
of the diagnostic IgA deposits. These 
deposits sometimes persist after re- 
cession of the lesions but, for diagnos- 
tic purposes, biopsies should be per- 
formed during the active stage of the 
disease. 

Table 5 summarizes the indications 
for immunofluorescent studies in der- 
matitis herpetiformis. 


3.5 Bullous Diseases Awaiting 
Definite Classification 


Most cases of bullous eruptions ap- 
pear as rather characteristic cases of 
one or another of the dermatoses con- 
sidered in the foregoing sections. 
However, some cases may have clini- 
cal signs typical of one type of bullous 
disease and the immunologic charac- 
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teristics of another. This is especially 
true for dermatitis herpetiformis and 
bullous pemphigoid; these cases are 
referred to as transitional forms.** 

Apparent clinical transitions be- 
tween pemphigus and dermatitis her- 
petiformis may also occur with re- 
sponse to sulfapyridine therapy and 
histologic as well as immunological 
findings typical of pemphigus.*"** 
These cases, referred to as acantho- 
lytic herpetiform dermatitis, are in 
fact true pemphigus with response to 
sulfapyridine therapy. The response 
to sulfonamide therapy in cases of 
pemphigus has been reported previ- 
ously.* 

In some rather rare cases, immuno- 
logic reactions characteristic of both 
bullous pemphigoid and pemphigus 
have been found.* 

3.5.1 Serum Studies.—Since doubt 
exists about what might be expected 
in all bullous diseases with signs of 
overlap, tests for pemphigus and 
pemphigoid antibodies should be car- 


ried out. 
3.5.2 Skin Biopsy Specimens.— 


Biopsy specimens should be taken 
both at the edge of a fresh lesion and 
of normal skin in the vicinity of the 
lesion, and direct immunofluorescent 
studies for IgG, IgA, and complement 
deposits should be performed. 


3.6 Lupus Erythematosus? **^ 


Immunologie studies are highly im- 
portant in both chronic discoid lupus 
erythematosus (DLE) and systemic 
lupus erythematosus (SLE) (Table 6). 

3.6.1 Serum Studies.-In SLE, ANA 
are present in almost all cases, while 
only a small proportion of DLE pa- 
tients have ANA titers that differ 
substantially from those of normal 
controls. Mouse and rat liver sections 
commonly serve as substrates. Vari- 
ous other substrates are used, and 
others are under investigation. In im- 
munofluorescent tests on rat liver, 
ANA titers of less than 40 are not re- 
garded as elevated. Sera of patients 
with active SLE almost always have 
ANA titers of 160 or greater on 
mouse or rat liver sections, but titers 
may be lower when the disease is in 
remission. 

If the services are available, labora- 
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Table 4.—Bullous* and Cicatricial Pemphigoid: Indications for Serum 
and Skin Biopsy Studies 


Serum Studies 


Indications for 


Diagnosis Serum Studies 


Bullous 
pemphigoid 


Cicatricial 
pemphigoid 


Brunsting-Perry 
form of cicatricial 
pemphigoid 


Basement Mem- 
brane Antibodies 


or 





Skin Biopsies 


————— Áà | 
Basement Mem- 


brane Staining 
With IgG and C 


Yes T 
Yest 


E 
Yes + 
ES 
E 


Indications 
for Biopsy 


Yes 


* In Europe, bullous pemphigoid is also referred to simply as pemphigoid.5 
T Most cases are negative for circulating antibodies. 
t If a low titer is found (ie, 10 or 20), biopsies should be performed. 


Table 5.—Dermatitis Herpetiformis: Indications for Serum 
and Skin Biopsy Studies 


Serum Studies 


————_---_ 
Indications for Basement Mem- 
Serum Studies brane Antibodies for Biopsy 


Diagnosis 


Clinically typical 
dermatitis herpetiformis 


Yes* 
for skin 


antibodies 


Yes 
for skin 


Suggestive of dermatitis 
herpetiformis or bullous 
pemphigoid 


antibodies 





Skin Biopsies 


mnm 
Indications IgA Deposits 
inePapillae 
+ 
almost all 
cases 
+$ 
in true DH 


* To rule out coexistence of other skin-reactive antibodies. 

T Either fibrillar IgA deposits in papillae or linear IgA at basement membrane can be de- 
tected in virtually all cases if appropriate specimens are examined by proper technique. 

t If positive, bullous pemphigoid should be diagnosed. 

§ Predominantly IgA deposits in dermatitis herpetiformis; predominantly IgG deposits in 


bullous pemphigoid. 


tories should also be requested to per- 
form tests for DNA antibodies. The 
presence of antibodies to native DNA 
are rather specific for SLE.?^? About 
6096 of patients with active untreated 
cases have such antibodies? Many 
different serologic methods have been 
used for the detection of anti-DNA 
antibodies. The most widely used and 
probably the most useful ones from 
the diagnostic point of view are the 
conventional complemert-fixation 
methods and gel diffusion precipi- 
tation or counter electrophoresis. In 
ANA, peripheral staining patterns 
are suggestive of anti-DNA anti- 
bodies. 

3.6.2 Skin Biopsy Specimens.^?^'^*5* 
—Direct immunofluorescent tests of 
skin biopsy specimens serve as a diag- 
nostic test in both DLE and SLE. 
They usually show characteristic 
granular deposits of IgG and often 


IgM as well as various complement 
factors including Cl and C3 at and 
below the dermoepidermal junction of 
involved areas. Deposits cf IgA oc- 
cur rarely. Similar deposits may be 
seen around the appendages of the 
dermis.'*5^5* In DLE, such specific im- 
munofluorescence may be absent in 
the lesions that are less than two 
months old. However, when they are 
present, immunoglobulin deposits are 
of considerable diagnostic signifi- 
cance. 

Immunofluorescent examinations 
are particularly important in SLE 
since junctional deposits of immuno- 
globulins are found in clinically nor- 
mal skin as well as in the lesions. It 
appears that the results are positive 
in a majority of active cases, if biopsy 
specimens are taken from the exposed 
skin, preferably from the dorsum of 
the wrist; the deposits consist of IgG 
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Serum Studies 
a <<: ST 
Indications for ANA Test 


Dtagonsis Serum Studies Results 
DLE Yes for —or-+* 
ANA 
DLE with s»gns Yes for — or 4 
of syste ic ANA 
involvensentt 
SLE Yes for +] 


ANA 





* Usually negative. 

+f lesions are widely disseminated or if high ANA titers or other laboratory findings 
suggestive of 2ossible transition to SLE are found, biopsies are indicated. 

+ Also refer-ed to as "Transitional" LE,54 this form of LE is recognized by some but not 
by other»hysizians. 

8 Biopsy specimen from exposed part, preferably from dorsum of the wrist. 


f In more than 90% o! patients. 


Serum Studies 


Condition Indicated * 
Vascular s in diseases Yes for ANA* 
Lichen plamus Yes for ANA* 


Porphyrias Yes for ANA* 





Table 6.—Lupus Erythematosus: Indications for Serum 
and Skin Biopsy Studies 


Indications 1 

for Biopsy Junctional 
m Deposit of 
Normal Skin Lesions Ig and C 





Table 7.—Suggestions for Serum and Skin Biopsy Studies in Vascular Diseases, 
Lichen Planus, and Porphyria 


Serum Studies 


Skin Biopsies 


Not Yes + in lesions only 
necessaryt 
Yes§ Yes + in lesion, 
C-or-— in 
normal skin 
YesS Yes + in both lesions 


and normal skin 
















Biopsy 
Expected Biopsy Expected 
Results Indicated Results 
— Yes + or —T 
— Yes +t 


Yest +§ 





* Serum sttdies for ANA serve to rule out SLE in doubtful cases. 

+ Findings eepend on type of vasculitis and stage of disease. In necrotizing vasculitis 
(which is classified inte arteriolitis allergica and nodular vasculitis or referred to collectively 
as leukocytoc 3stic vasculitis), IF staining for Ig and C in blood vessel walls is evident only 
in very early lesions. Inspolyarteritis nodosa is evident only in some deep arteries in subcutis. 
Granular deposits of Ic and C are found in vessels in progressive purpuric dermatosis, also 


known as capi¥aritis chronic. 


t Specific IE with different conjugates is seen in globular deposits beneath epidermis, 
the finding beiug characteristic but not disease-specific. 

§ Biopsy specimens should be taken of sun-exposed skin. Positive findings consist of 
strong specifie fluorescence in thickened walls and around small blood vessels, sometimes 
deposits-of in-nunoglobulins are present at dermoepidermal border. 


and compler-ent (ie. C1, C3, and oth- 
ers). 

Biopsy specimens of unexposed 
skin are postive in only about 50% of 
the cases, mostly ir the more severe 
cases with kadney irvolvement. These 
usually contain IgC and only rarely 
complement 

Biopsy specimens should not be 
taken of ed2matous areas since the 
results may be negative. A distinct 
immunofluorsseent band at the der- 
moepiderma. junction seems to be a 
reliable criterion fer differentiation 
between DL 3 and polymorphous light 
eruption, sinee results are reported as 
negative in he latter. Clinical, histo- 
logic, and 2ven immunopathologic 
findings are net always sufficient to 
provide unequivocal differentiation 
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between these two diseases in some 
cases.??* 

Differing opinions have been ex- 
pressed regarding immunofluores- 
cent findings in rosacea. While some 
authors report junctional deposits of 
IgG and complement comparable to 
those of LE lesions in some cases of 
rosacea,- others report that this 
might be only “fibrillar pseudo- 
bands" in this disease.* False posi- 
tive results are sometimes observed 
in telangiectasia, in pustular pso- 
riasis, in leishmaniasis, and in some 
other diseases.*°** These must be dif- 
ferentiated from the findings ob- 
served in DLE and SLE. 

False negative results may occur in 
typical cases of DLE in which pa- 
tients are treated for days or weeks 


with high potency fluorinated cortico- 
steroid ointments.*°** Therefore, im- 
munofluorescent tests should be per- 
formed preferably after treatment 
has been discontinued for two to 
three weeks if feasible. 
Immunofluorescent examination of 
normal exposed skin, preferably from 
the dorsal aspect of the wrist is also 
indicated in cases of extensively dis- 
seminated DLE. When the immuno- 
fluorescent findings are positive in 
the apparently normal skin, viscera! 
changes may be expected to develop 
in time. The suggested term is tran- 
sitional LE. This corresponds to DLE 
with signs of systemic involvement.” 
Lupus erythematosus and  er- 
ythema multiforme may coexist. Im- 
munopathologic examination may be 
useful in differentiating the lesions of 
the two diseases.?^** When this syn- 
drome oecurs with DLE, the immuno- 
fluorescent findings are positive in 
the DLE lesions but negative in the 
bullae of the erythema multiforme 
type. If the LE is systemie, however, 
immunofluorescent investigations of 
the bullae of the erythema multi- 
forme type yield positive findings 
comparable to those seen in the nor- 
mal skin of patients with SLE. In 
such cases, differentiation rests on 
histopathologic and clinical signs. 
Table 6 is a summary of indications 
for immunopathologic studies in LE. 


3.7 Connective Tissue Diseases 
Other Than LE: 
Scleroderma and Dermatomyositis” 


3.7.1 Serum Studies.—Serum studies 
in scleroderma for ANA are positive 
in a high percentage of cases of sys- 
temic sclerosis. These are usually of 
the speckled or nucleolar type. In 
cases of morphea, the findings are 
usually negative. In linear or general- 
ized morphea, especially in children, 
ANA are positive in up to 20% to 25% 
of the cases. In dermatomyositis, 
ANA tests are rarely positive. 

3.7.2 Skin Biopsy Specimens.” — 
From the clinical point of view, bi- 
opsy studies for immunofluores- 
cence are not diagnostic in connective 
tissue diseases except in the various 
forms of lupus erythematosus. In 
scleroderma and morphea, the results 
of direct immunofluorescent studies 
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THEN 
== 


are uniformly negative, both in indu- 
rated areas and in apparently normal 
skin. In some of the cases in which 
biopsy specimens were taken from 
areas of telangiectasia, an immuno- 
fluorescent band of low intensity was 
observed at the dermoepidermal junc- 
tion. This corresponds to the findings 
of telangiectasia of other origin. 
Thus, immunofluorescent examina- 
tions should not be done on biopsy 
specimens from areas of telangiec- 
tasia since this may lead to mis- 
diagnosis. Exceptions also occur in 
cases of scleroderma coexisting with 
SLE in which the immunofluores- 
cence is positive within either un- 
changed or indurated exposed skin. 

In dermatomyositis, the direct im- 
munofluorescent findings are usually 
negative; that is, no immunofluores- 
cent staining is seen at the dermoepi- 
dermal junction. Some globular de- 
posits of immunoglobulin (including 
IgG, IgM, and sometimes IgA) may 
be seen in the upper dermis but their 
significance is not known. If coexist- 
ence of SLE is suspected in a case of 
dermatomyositis, however, biopsy 
specimens of normal exposed skin 
should be taken for immunofluores- 
cent examination. 


4. IMMUNOFLUORESCENT 
FINDINGS IN 
RESEARCH ON OTHER 
SKIN DISEASES 


4.1 Skin Diseases With Positive 
Immunofluorescent Findings 
in Skin Biopsies 


Interesting findings have been re- 
ported in some cases of cutaneous 
vasculitis,’ in lichen planus, and 
in various types of cutaneous por- 
phyria® (Table 7). At present, the 
diagnostic value of these findings is 
still under investigation. 

4.1.1 Vasculitis.-In cutaneous vas- 
eulitis, the biopsy specimen should be 
taken from very early lesions. In the 
opinion of some experts the immuno- 
histochemistry in vasculitis may be of 
diagnostic value. Findings include de- 
posits of IgG, IgM, and complement 
in and around blood vessels. However, 
interpretation of findings may be dif- 
fieult. Further research is required 
before routine diagnostic use can be 
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advocated. However, systematic eval- 
uation of all forms of vasculitis and 
the type of immunoglobulins involved 
remains a desirable goal for the fu- 
ture.??.57 

4.1.2 Lichen Planus.—In lichen 
planus, biopsies can be performed on 
any lesion. Immunofluorescent stud- 
ies that reveal globular deposits of 
immunoglobulin and complement at 
the dermoepidermal junction are very 
helpful, particularly in problem cases 
in which results of routine histologic 
studies are inconclusive. The inci- 
dence of positive immunofluorescent 
findings appears to be lower in 
mucous membrane biopsy specimens 
than in skin lesions. 

4.1.3 Porphyria.-In porphyria, bi- 
opsy specimens should be taken from 
the dorsum of the hand lesions as well 
as normal skin for immunofluores- 
cent detection of immunoglobulins 
and other plasma proteins accumu- 
lated on a nonimmunologic basis in 
the blood vessels and surrounding tis- 
sues. 


4.2 Skin Diseases in Which 
Stratum Corneum Antibodies 
May Play a Role® 


Titration by immune adherence 
tests and passive hemagglutination 
tests for the universal stratum cor- 
neum antibodies reveal dropping ti- 
ters during active stages of pustular 
psoriasis and subcorneal pustular 
dermatosis. While these and other 
findings on the stratum corneum an- 
tibodies may prove to be of signifi- 
cance in the future, the studies on 
this system are still in the explor- 
atory phase. 


The typing and layout of this manuscript was 
done by and under the direction of Gloria Griffin 
with support from grants AM 10537 and DE 
03723, from the Public Health Service and by the 
Summerhill Foundation and the IF Testing Ser- 
vice. The conference in December 1973 in War- 
saw, at which this communication was reviewed 
by the writing and organizing committee as well 
as the preparation of an earlier draft was sup- 
ported by grant 09.32.10 from the Polish Acad- 
emy of Science. 

The art work for this bulletin was done by 
Melford Diedrick, Director of the Medical Illus- 
tration Department of State University of New 
York at Buffalo. 
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It's plain to seethat you need more than 
an ordinary topical steroid to clear a 
dermatitis infected with fungi or bacteria. 

Vioferm-Hydrecortisone, with its four- 
way action, provides the kind of comprehen- 
sive therapy many common dermatoses* 
require. 


*This drug has been evaluated -s possibly effective for these indica- 


tions. See brief prescribing infarmation. 


Vioform-Hydrocertisone 
(iodochlorhydroxyqain and hydrocortisone) 


INDICATIONS 

Based on a review of this d-ug by the National Academy of 
Sciences-National Researck Council and/or other information, 
FDA has classified the indications as follows: 

"Possibly" effective: Contact or atopic dermatitis; impetigi- 
nized eczema; nummular eczema; infantile eczema; endog- 
enous chronic infectious dermatitis; stasis dermatitis; 


pyoderma; nuchal eczema and chronic eczematoid otitis 
externa; acne urticata; loca ized or disseminated neuro- 
dermatitis; lichen simplex chronicus; anogenital pruritus 
(vulvae, scroti, ani); follicu! tis; bacterial dermatoses; my- 
cotic dermatoses such as tinea (capitis, cruris, corporis, 
pedis); moniliasis; intertrigs. i 

Final classification of the less-than-effective indications 
requires further investigaticn. 


CONTRAINDICATIONS 


Hypersensitivity to Vioform-Hydrocortisone, or any of its ingredients 


or related compounds; lesionsof the eye; tuberculosis of the skin; 
most viral skindesions (includmg herpes simplex, vaccinia, and 
varicella). 

WARNINGS 

This product is not for ophthalmic use. 

in the presence of systemic intctions, appropriate systemic anti- 
biotics should be used. 

Usage in Pregnancy 

Although topical steroids have-not been re- 
ported to have an adverse effect on preg- 
nancy, the safety of their use im pregnant fe- 
males has not been establishec. Therefore, 
they should not be used extensively on preg- 
nant patients in large amountsor for pro- 
longed periods of time. 





PRECAUTIONS 

May prove irritating to sensitized skin in rare cases. If this occurs, 
discontinue therapy. May stain. 

If used under occlusive dressings or for a prolonged period, watch 
for signs of pr -adrenal axis suppression. 

May interfere with thyroid function tests. Wait at least one month 
after discontinuance of therapy before performing these tests. The 
ferric chloride test for phenylketonuria (PKU) can yield a false- 
positive result if Vioform is present in the diaper or urine. 





Prolonged use may result in overgrowth of nonsusceptible organisms 


requiring appropriate therapy. 

ADVERSE REACTIONS 

Few reports include: Hypersensitivity, local eles irritation, 
pruritus. Discontinue if untoward reaction occurs. Rarely, topical 
corticosteroids may cause striae at site of application when used 
for long periods in intertriginous areas, 

DOSAGE 

Apply a thin layer to affected areas 3 or 4 times daily. 

HOW SUPPLIED 

Cream, 3% iodochlorhydroxyquin and 1% hydrocortisone ina 
water-washable base containing stearyl alcohol, cetyl alcohol, 
stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 
water; tubes of 5 and 20 Gm. Ointment, 396 iodochlorhydroxyquin 
and 1% hydrocortisone in a petrolatum base; tubes of 5 and 20 Gm. 


Lotion, 3% iodochlorhydroxyquin and 1% hydrocortisone in a water- 


washable base containing stearic acid, cetyl alcohol, lanolin, pro- 
pylene glycol, sorbitan trioleate, polysorbate 60, triethanolamine, 
methylparaben, propylparaben, and perfume Flora in water; plastic 


squeeze bottles of 15 ml. Mild Cream, 395 iodochlorhydroxyquin 


and 0.5% hydrocortisone in a water-washable base containing 
Stearyl alcohol, cetyl alcohol, stearic acid, petrolatum, sodium 
lauryl sulfate, and glycerin in water; tubes of 2 and 1 ounce. Mild 
Ointment, 395 iodochlorhydroxyquin and 0.5% hydrocortisone in a 
petrolatum base; tubes of 1^ and 1 ounce. 


Consult complete product literature before prescribing. 
CIBA Pharmaceutical Company 


Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07901 
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In the March PRISM... 
subjects of major interest 


and concern to physicians 
PRISM 


Claude E. Welch, M.D.e CHINA REPORT 
How does the quality of Chinese medicine compare 
with Western medicine? While making amazing 
advances in some fields of medicine, why do the 
Chinese still cling to traditional, ritualistic practices 
and herbal medicine in others? The author, a 
member of an American medical delegation that 
toured China, provides a fascinating, first-hand 
report. 


Garrett J. Hardin, Ph.D. eWARNING: THIS RESEARCH 
COULD BE FATAL TO MANKIND 


Why have noted biological researchers asked fellow 
scientists to suspend certain research into gene 
manipulation and DNA transplantation? Could 
continued experimentation create pathogens fatal 
to man? 


Arthur Ancowitz, M.D. e CPI: HOW ACCURATE A 
BAROMETER IS IT? 
Is the Consumer Price Index a reliable, valid 
indicator of changes in medical care costs? Is 
medicine being singled out as a principal villain 
in the inflationary spiral? 


Felicia A. Holton ® STREAMLINED SURGERY 


What accounts for the increase of ambulatory 
surgical centers in recent years? Why do some 
medical authorities oppose them? In this article, 
PRISM examines the Phoenix prototype. 





Leland B. Blanchard, M.D. e WHY WE'RE LOSING FAMILY DOCTORS 


Why don't more physicians enter family practice? 
If we hope to attract young doctors to primary 
care, what can be done to overcome the economic 
drawbacks? The author offers a progressive plan. 


[> | d (Y) . Interprets the Challenges of Medical Change 
NN Y 4 
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graph (1900x shows common hair damage. 





Look closely before 








After Vanseb. Aiter 3 shampooings with 
Vanseb, another micrograph of the same hair 
shows that damage has been greatly repaired. 





you recommend another 





shampoo. *kanseb® 

Vanse) is the first antisebor- 
rheic sham>oo that actually repairs 
your patiert’s damaged hair while 
it controls dandruff. It works on 
the frizzies as well as the flakes. 

What makes Vanseb unique is 
protein. Tests prove that protein 
reduces spl t ends, thickens the hair 
and increases tensile strength. 

lo yoar patient, this means 
hair that's manageable, soft and 


G. S. Herbert Laberatories irvine, California 92664 U.S.A. H 





dandruff shampoo. 


The oaly difference between the photo on 
the left anc the photo on the right is a dandruff 


silky. To you, it means a therapy that works 
because your patient will follow it. Even if 


frequent shampooing is necessary. 
For cases requiring a tar sham- 


‘poo, we make Vanseb®-T, also with 


protein. 

Everybody says their tar sham- 
poo is cosmetically elegant. Vanseb-T 
really is. It doesn’t look or smell 
like a tar shampoo. It produces 
abundant lather. And it leaves hair 
lustrous and easy to comb. 

Vanseb and Vanseb-T. To help 
the hair as well as the scalp. 


We fix more than Dandruff. 


" NN Ar 


X 4 
& * ^. 
= Z 
=< ^u 
3 r 
4 M 
19 1^ e 
^, ov 
E NPD 








REPORT 


News and Information from the American Academy of 
Dermatology and its National Program for Dermatology 


Annual Meeting Highlights: 
Office of President-Elect Is Established 


The Membership of the American Academy of Dermatol- 
ogy has revised the AAD's Bylaws to create, for the first 
time, the office of President-Elect. Harry L. Arnold, Jr., 
M.D., Honolulu, Hawaii, was selected for this position by 
the Board of Directors at the 33rd Annual Meeting in 
December-thus becoming the first President-Elect in the 
organization's history. 

Interestingly, the Academy for many years had a Presi- 
dent-Designate for two or three days (the span between 
the election date and the completion of the Annual Meet- 
ing) At the 1974 session, the AAD had a President, 
President-Designate, and a President-Elect for a two-day 
period. 

As reported in the February 1975 issue of the AAD/NPD 
Report, the Board elected Rudolf L. Baer, M.D., New York, 
N.Y. as its 1975 President—succeeding Frederick A. J. 
Kingery, M.D., Portland, Ore. Herbert Mescon, M.D., 
Boston, Mass, was chosen as Vice-President. Officers 
continuing in their positions are: John M. Shaw, M.D., 
Tacoma, Wash., Secretary-Treasurer; Walter G. Larsen, 
M.D., Portland, Ore., Assistant Secretary-Treasurer; and 
Lawrence C. Parish, M.D., Philadelphia, Pa., Historian. 





Charles P. DeFeo, Jr., M.D., New York, N.Y., Editor; Stephen T. Donohue, 
New York, N.Y., Managing Editor; Editorial Board: Vernal G. Cave, M.D., 
Brooklyn, N.Y.; R. Roy Forsey, M.D., Montreal; Robert E. Kellum, M.D., 
Seattle, Wash.; Lawrence A. Norton, M.D., Wellesley Hills, Mass.; Lawrence 
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The AAD's new President-Elect, Harry Arnold, Jr., is a 
native of Michigan, where he was raised and educated. Dr. 
Arnold is a graduate of the University of Michigan School 
of Medicine and took his internship and residency at the 
University Hospital in Ann Arbor. In 1939, ne joined the 
staff of the Straub Clinic in Honolulu, establishing an 
affiliation that is now in its 35th year. In addition to being 
a dermatologist at the clinic, Dr. Arnold also holds the 
academic position of Clinical Professor of Medicine (Der- 
matology) at the University of Hawaii School of Medi- 
cine. 


Five Elected to AAD Directorships 


AAD members at the 33rd Annual Meeting elected five 
new Directors from a slate of 10 candidates presented by 
the Committee on Nominations. Taking office at the 
December meeting were: 

James H. Graham, M.D., Orange, Calif., Professor of 
Medicine (Dermatology) and Pathology at the University 
of California, Irvine. 

J. B. Howell, M.D., Dallas, Tex., a private practitioner 
with a major interest in cutaneous cancer. 

Peter J. Lynch, M.D., Tucson, Ariz., Associate 
Professor and Director of the Division of Dermatology at 
the University of Arizona. 


C. Parish, M.D., Philadelphia, Pa.; Beverly E. Sanders, Jr., M.D., Macon, Ga.; 
Eugene P. Schoch, Jr, M.D., Austin, Tex.; William F. Schorr, M.D., 
Marshfield, Wisc.; Margaret A. Storkan, M.D., Rodondo Beach, Calif. 
Address the editor at 7 E. 80th St., New York, N.Y. 10021. 


Eugene J. Vaa Scott, M.D., Philadelphia, Pa., 
Professor of Dermatology at Temple University. 

Morris Waismar, M.D., Tampa, Fla., who is in the 
private practice of Dermatology. He holds the position of 
Clinical Lecturer at the University of Miami. 

An amendment to the Bylaws, passed by the member- 
ship, provided that the number of Directors elected at each 
Annual Meeting will change from five to four effective in 
1975—with the Directors holding office for four years 
instead of the previous three. Eventually, this will increase 
the total number of Directors from 15 to 16. 


Report Recommends Administrative Changes 


The summary of = report by an outside management 
consultant was released to Registrants at the 1974 AAD 
Annual Meeting. Basically, the report recommends a 
centralized administrative office for the AAD, the AAD's 
National Prozram for Dermatology, and the Dermatology 
Foundation. 

A story published in the News Bulletin (an independent 
publication distributed during the meeting) quoted state- 
ments made by the management consultant that confused 
the relationship between AAD, the NPD, and the DF. 
Frederick A. J. Kingery, M.D. (then AAD President), read 
the following»explanstory statement at the final Executive 
Session: 

"I would like to correct an inaccuracy in the Dec. 11-12, 
1974, issue of the News Bulletin regarding the administra- 
tive coordination of the Academy and the Dermatology 
Foundation. The tone of the report, which is a recommen- 
dation by an outside consultant, might have the member- 
ship confused. It reeemmended that three ‘organizations’ 
(the Academy, the National Program, and the Dermatol- 
ogy Foundation) get together in Washington or Chicago 
under the administeative supervision of the National 
Program. 

“At the present time, the only relationship between the 
Dermatology Foundation and the Academy is an explora- 
tion by their officers of the possible sharing of physical 
facilities. 

“There are not three ‘organizations.’ The National 
Program for Dermatology is an effective Academy 
Committee for future planning. The Board of Directors of 
the Academy is investigating the feasibility and the 
location of a future zentral office, coordinating all of its 
efforts, inclucing the activities of the National Program. 
This will proceed slowly and carefully. 

"I assure you thet your elected Board of Directors 
intends to supervise fully the activities of the Academy, 
including its planning arm or any branch office." 

The AAD has anneunced the establishment of a Study 
Committee charged with reviewing the various methods by 
which it can vevise aad coordinate the educational thrusts 
of the AAD and its National Program for Dermatology. 
AAD President Rudolf Baer, M.D., is Chairman of the 
Committee. Members are Peyton E. Weary, M.D., Harry J. 
Hurley, M.D.. John M. Shaw, M.D., Walter G. Larsen, M.D. 
and Robert Hamilton, III (NPD Executive Director). 
Among other things, the Committee will look into the 
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operation of similar medical specialty organizations and 
report to the AAD Board of Directors this month. 


Annual Meeting Award Winners 


The AAD has announced the winners of two Annual 
Meeting competitions: the annual Scientific Exhibit 
Awards of Merit and the Stelwagon Prize for the best 
paper presented at the Residents’ Forum. 

Winner of the Stelwagon honor, which is presented by 
the College of Physicians of Philadelphia, is Robert L. 
Dimond, M.D., Portland, Ore., a resident at the University 
of Oregon Medical School Hospital. His paper was: "Staph- 
ylococeal Exfoliation: Its Purification and Characteriza- 
tion.” 

Here are the best 1974 scientific exhibits as selected by 
the AAD Committee on Awards: 

Class I, Representing Original Work. The Gold Award 
went to an exhibit on “Mosquito Repellents” by Thomas S. 
Spencer, Ph.D., and William A. Akers, M.D., Department 
of Dermatology Research, Letterman Army Institute of 
Research, Presidio of San Francisco, Calif. The Silver 
Award went to an exhibit titled "A Quantitative Model 
Fungal Infection in Guinea Pigs for Use In Delineating 
Host Immunological Responses" by Major Joseph H. 
Greenberg, M.D., USA, Captain Robert D. King, Ph.D., and 
SP4 Russell Field, B.A.—also from Letterman Army Insti- 
tute. The winner of the Bronze Award in this category was 
"Mycology New Look" by C. Grupper, M.D., A. Avram, 
M.D., and J. P. Cesarini, M.D., from Rothschild's Founda- 
tion, Department of Dermatology, Paris, France. 

Class II, Exhibits of High Teaching Value. The Gold 
Award was given to an exhibit titled "Mohs' Chemosur- 
gery—A Guide to the Microscope” by Daniel L. Jones, M.D., 
Department of Dermatology, University of North Carolina 
School of Medicine, Chapel Hill, N.C., and Helena S. Jones, 
Ph.D. National Institute of Environmental Health 
Sciences, National Institutes of Health, Research Triangle, 
N.C. Winner of the Silver Award was "The Swollen Limb— 
Diagnosis and Treatment,” by James S. Taylor, M.D., and 
Jess R. Young, M.D., Cleveland Clinic Foundation, Cleve- 
land, Ohio and winner of the Bronze Award was “Erythro- 
poietic Protoporphria" by Maureen B. Poh-Fitzpatrick, 
M.D., and Leonard C. Haber, M.D., Columbia University 
College of Physicians and Surgeons, New York, N.Y. 

President’s Award (Resident Category). The top honor 
went to an exhibit on “The Significance of Cutaneous 
Immunofluorescence in Systemic Lupus Erythematosus” 
by Paul I. Dantzig, M.D., Albany Medical College, Albany, 
N.X. 


Foundation Elects Officers; Announces Awards 


The Dermatology Foundation elected offieers at its 
Annual Meeting held in Chicago at the time of the AAD 
session. Chosen President was George M. Hambrick, M.D., 
Baltimore, Md., succeeding John S. Strauss, M.D., Boston, 
Mass. Rudolf L. Baer, M.D., New York, N.Y., was elected 
Chairman of the Board of Directors. 

Three new Directors were elected. They were: Hugh M. 
Crumay, M.D., Camp Hill, Pa.; Coleman Jacobson, M.D., 
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Dallas, Tex.; and Clayton E. Wheeler, Jr., M.D., Chapel Hill, 
N.C. 

The Foundation also announced the names of recipients 
of 10 grants and five fellowships, with award money 
totaling $100,000. 

Grants were awarded to Marvin E. Chernosky, M.D., 
Houston, Tex., University of Texas Medical School at 
Houston; Thomas F. Dowhan, M.D., Detroit, Mich., Wayne 
State University School of Medicine; Ruth K. Freinkel, 
M.D., Chicago, Ill., Northwestern University School of 
Medicine; James N. Gilliam, M.D., Dallas, Tex., Southwest- 
ern Medical School; Dennis D. Knutson, M.D., Rochester, 
Minn., Mayo Foundation. 

Other grant recipients were: Beno Michel, M.D., Cleve- 
land, Ohio, Case Western Reserve University School of 
Medicine; Thomas P. Nigra, M.D., Washington Hospital 
Center; S. Madli Puhvel, Ph.D., Los Angeles, University of 
California School of Medicine, Los Angeles, Calif.; and 
John W. Weiss, M.D., Chicago, Ill., Loyola University 
Stritch School of Medicine. 

The Dermatology Foundation awarded fellowships to 
James I. Elliott, Ph.D., Irvine, Calif., University of Cali- 
fornia School of Medicine at Irvine; Marc E. Goldyne, M.D., 
Stockholm, Sweden, Karolinska Institute; Brian V. Jegaso- 
thy, M.D., New Haven, Conn., Yale University School of 
Medicine; and Kenneth A. Lindberg, Durham, N.C., Duke 
University School of Medicine. 


AAD/NPD Advisory Council Sets Up Districts 


The Advisory Council to the AAD's National Program 
for Dermatology — which functions as a liaison between the 
Academy and local, state and regional dermatology socie- 
ties—has established six geographical Districts and elected 
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12 representatives from the Districts to constitute an 
Executive Committee of the Advisory Board. 

Officers of the Advisory Council, elected at the group's 
December meeting, are: Joseph A. Elliott, Jr., M.D., Char- 
lotte, N.C., Chairman; Jack E. McCleary, M.D., Van Nuys, 
Calif., Vice-Chairman; and John F. Wilson, M.D., Philadel- 
phia, Pa., Secretary. 

The six new Districts and their official representatives 
are as follows: 

District A (New England) William L. Curwen, M.D., 
Westwood, Mass., New England Dermatological Soeiety. 

District B (Middle Atlantic) Section 1: Harvey J. 
Cohen, M.D., White Plains, N.Y., Westchester Academy of 
Medicine (Dermatology Section); Section 2: Charles H. 
Greenbaum, M.D., Philadelphia, Pa., Pennsy!vania Acade- 
my of Dermatology; Section 3: Carolyn Pass, M.D., Balti- 
more, Md., Maryland Dermatology Society. 

District C (Southeastern) Section 1: Hiram M. Sturm, 
M.D., Atlanta, Ga., Southeastern Dermatology Society; 
Section 2: Kathleen Riley, M.D., Charleston, S.C., South 
Carolina Dermatological Association. 

District D (Central States) Section 1: Marshall L. 
Blankenship, M.D., Evergreen Park, Ill., Illinois Dermato- 
logy Society; Section 2: Edward A. Krull, M.D., Detroit, 
Mich., Michigan Dermatology Society; Section 3: Robert J. 
Barry, M.D. Cedar Rapids, Iowa, Iowa Dermatology 
Society. 

District E (Southwestern) Vincent P. Barranco, M.D., 
Tulsa, Okla., Oklahoma State Dermatology Society. 

District F (Western) Section 1: Gerald A. Gellin, M.D., 
San Francisco, Calif., Congress of California Dermatolog- 
ical Societies; Robert E. Kellum, M.D., Seattle, Wash., 
Seattle Dermatology Society. 


Society Transactions 





The Society Proceedings are edited by Dr. Morris Waisman, 806 First Federal Bldg, 220 Madison 
St, Tampa, FL 33602. Transactions and photographs should be sent, in duplicate, directly to him. 


MICHIGAN DERMATO.OGICAL 
SOCIETY 


November 13, 1973 


Amir H. Mehrigan, MD Recorder 


Incontinentia Pigmenti. Presented by AN- 
DREW SEGA , MD, sAWRENCE KRUGEL, 
MD. 


A 3%-mont.-old gim had an eruption 
beginning three weekszafter birth. Exami- 
nation showed browrish hyperkeratotic 
papular lesion. involvimg the upper part of 
the trunk and the extensor surface of the 
arms. The papules were covered by an 
ichthyotie-typ- adhereat scale. There was 
no evidence of other cutaneous disorder or 
ocular or central nervous system abnormal- 
ities. Histolog:c examization showed mod- 
erate papillommtous acanthosis with hyper- 
granulosis aml hyperxeratosis, multiple 
foci of liquefz-tion degeneration of basal 
cells, and difuse los: of pigment into 
macrophages in the apper corium. The 
acanthotic epi« ermis showed a few dysker- 
atotic cells with bright-y eosinophilic cyto- 
plasm and per: nuclear nalo. 


Discussion 


Dr. THOMASCHAPPEE Incontinentia pig- 
menti of the Bloch-Stlzberger type is a 
hereditary dis. rder transmitted as a domi- 
nant trait ard occuring principally in 
female patiems. It is uncertain whether 
the condition is sex-lin-ed or autosomal. It 
is postulated that the lisorder is lethal in 
male patients However, there have been 
several reported cases of the disease in 
male patients Interes ingly, a karyotype 
performed or one such individual was 
found to be ar XXY. 

Schamburg-.ever aad Lever reported 
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results of an electron-microscopie study on 
all three stages of incontinentia pigmenti 
(J Invest Dermatol 61:151, 1973). They 
found three basic changes common to the 
different stages of the disease. The first 
was dyskeratosis; the second was phagocy- 
tosis of dyskeratotic cells and melanosomes 
by macrophages; and the third was the 
presence of melanophages in the upper 
dermis. Kidd and Wilgram, reported in the 
ARCHIVES (105:767, 1972) that there was an 
increased number of merkel cells in pa- 
tients with incontinentia pigmenti. The 
significance of this finding was unclear to 
the investigators. 

More important than the cutaneous find- 
ings is the 60% incidence of defects of other 
ectodermal or mesodermal structures. Den- 
tal abnormalities are seen in approximate- 
ly one third of the patients. The most 
common abnormality reported is missing 
dentition. Delayed dentition, peg teeth, 
impactions, and abnormalities of crown 
formation have all been noted. Another one 
third of the patients have ocular abnormal- 
ities. The most common defect has been 
strabismus; nystagmus, blue sclerae, myo- 
pia, chorioretinitis, corneal opacities, papil- 
litis, retrobulbar gliomas, and blindness 
have also been noted. Up to 60% of the 
patients have had some neurologic abnor- 
mality, such as convulsions, paresis, micro- 
cephaly, and mental retardation. Addi- 
tional anomalies include assorted osseous 
problems, such as defects of the skull, 
dwarfism, spina bifida occulta, congenital 
hip dislocation, and chondrodysplasia. Con- 
genital heart disease, urachal cysts, and 
supernumerary ears have been noted. 

Because of the potentially serious nature 
of these defects, the parents should be 
given genetic counseling. Some authors 
maintain that the associated defects 
impairing the quality of life, or even life 
itself, strongly indicate the consideration 
of a therapeutic abortion in women with 
incontinentia pigmenti when the sex of the 


in utero fetus has been determined to be 
female. In such cases, the chance of deliv- 
ering an infant with the disease is 50-50. 


Speckled Nevus. Presented by COLEMAN 
Mopper, MD, JULES ALTMAN, MD. 


A 9-year-old boy had a skin lesion 
involving the right side of his face and 
temporal portion of his scalp for four years. 
Examination showed there was a unilateral 
lesion consisting of a background of 
uniform light brown macular hyperpig- 
mentation speckled by numerous 1-to 2- 
mm slightly raised, well-defined, and 
deeply pigmented papular spots. The 
lesions extended from the right mandible 
over the right cheek, right upper lip, and 
upward into the right temple and right 
parietal portion of the scalp. 

The histologic sections from the light 
brown portion of the lesion showed mild 
thickening and elongation of rete ridges, 
with increase in epidermal pigmentation. 
There was also some increase in the 
number of junctional melanocytes corres- 
ponding to the changes seen in lentigo 
simplex. The sections from a deeply 
pigmented papular spot showed, in addi- 
tion to epidermal hyperpigmentation, sev- 
eral nests of nevus cells at the dermoepi- 
dermal junction. 

For a short period, hydroquinone (Eldo- 
quin) cream was applied to the lesion with 
no depigmentary effect. 


Discussion 


Dr. MEHREGAN: This is a unique nevoid 
condition with a unilateral or zosteriform 
distribution. In the light brown back- 
ground, the histologic findings of epider- 
mal hyperpigmentation and increase in the 
number of junctional melanocytes corres- 
ponds with those of lentigo simplex. This 
field of melanocytic malformation is super- 
imposed by numerous foci of nevocytic 
activity and formation of junctional nevi. 
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0.1% TOPICAL 


JELRDERITI 


POEXAMETHASONE MSD) IN ESTERGEL 
15-g and 30-g tubes (Isopropyl NES Gel MSD) 





formulated with 


ESTERBEL 
(Isopropyl Myristate Gel MSD) 


an exclusive emollient gel that 
e softens and soothes 
e retains moisture 
e spreads smoothly and evenly 
e largely disappears when rubbed on the skin 
e sheds water, but easily washes off 
skin with soap and water 
e contains no parabens 
e is anhydrous 
e is lipophilic and hydrophilic 
e is slightly acidic (pH-—5-6.5) 
Topical steroids are contraindicated in vaccinia and varicella; in 
herpes simplex; in fungal infections; when tuberculosis of the skin is 


present. Topical steroids are contraindicated in patients with a 
history of hypersensitivity to any of the components of the preparation. 










era Su TN TEE ec te KALCO. Sr ay 
mation, please see following page... > Mie 
Fs e» : iy - = em. == S i E zi = = ^ y yor 3 t rt wi - ` xU E j Y zs E 3 on " E m E 


392 


NEW 


DECADE! 


(DEXAMETHASONE MÉ 
I5-gand 30-g tubes — (lsopr 


DECADERM contains 0.1% dexamethasone in ESTERGEL, a 
specially formulated vehicle consisting of gelled isopropyl 
myristate, wool alcohols B.P., refined lanolin alcohol, par- 
affin, anhydrous citric acid, and anhydrous sodium phos- 
phate dibasic. 

Dexamethasone is slightly soluble both in isopropyl myri- 
state (0.23 mg/ml) and in water (0.11 mg/ml) at 37 C. 

This emollient gel vehicle is anhydrous, lipophilic, hydro- 
philic, and moisture-retentive. The base largely disappears 
when rubbed on the skin. 

Contraindications: Vaccinia and varicella, herpes simplex; 
fungal infections; tuberculosis of the skin; history of hyper- 
sensitivity to any of the components. 

Precautions: Not for ophthalmic use. If irritation develops, 
discontinue product and institute appropriate therapy. In 
the presence of infection, institute use of an appropriate 
antifungal or antibacterial agent; if a favorable response 
does not occur promptly, discontinue the corticosteroid 
until the infection has been adequately controlled. 
Treatment of extensive areas or use of the occlusive tech- 
nique increases the possibility of systemic absorption of the 
corticosteroid, and suitable precautions should be taken. 
Generally, occlusive dressings should not be used on weep- 
ing or exudative lesions. If occlusive dressings are used, 


inspect lesions between dressings for development of in- 
















formulated with 


ESTERBEL" 
(Isopropyl Myristate Ge | MSD) 


an exclusive 
emollient gel 





fection; if infection develops, discontinue th» technique 
and institute appropriate antimicrobial therapy. If the 
occlusive dressing technique is employed, caution should 
be exercised with regard to the use of plastic films which 
are often inflammable and may pose a suffocation hazard 
for children. When large areas of the body are covered with 
an occlusive dressing, thermal homeostasis may be im- 
paired; if elevation of body temperature occurs, discontinue 
use of the occlusive dressing. 

Since safe use in pregnant females has not absolutely been 
established, in pregnant patients, topical steroids should 
not be used extensively, in large amounts, or far prolonged 
periods of time. 

Adverse Reactions: Burning, itching, irritation, dryness, fol- 
liculitis, hypertrichosis, acneform eruptions, and hypopig- 
mentation. More frequently with occlusive dressings than 
without: maceration of the skin, secondary infection, skin 
atrophy, striae, and miliaria. Contact sensitivity to a par- 
ticular dressing or adhesive. 

How Supplied: Topical DECADERM (Dexamethasone, MSD) in 
15-g and 30-g tubes. 

For more detailed information, consult your M MSD D 
MSD representative or see full prescribing in- 

formation. Merck Sharp & Dohme, Division of TERN HARP 
Merck & Co., Inc., West Point, Pa. 19486 OHM 
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7 get worse 
before it 
wr gets better 


To encourage greater patient cooperation, consider effective 
Pernox? Scruo. 


e Dries and desquamates skin with a high decree of safety 
and flexibility. 


e Predictable and controllable therapy for efficacy...without 
undue irritation to the skin. 


e Noticeably rapid improvement. 


e Outstanding patient acceptance and cooperation...skin 
feels smooth after each washing. 


e indicated in grades |, Il, and selected cases of grade III acne. 








&i 


Contains: 

Microfine granules of polyethylene in SEBULYTIC® brand of 
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Letters to the Editor 


Hypochromic Nevus: 
The Inheritance Question 


To the Editor.—I am writing to cor- 
rect a minor point in the Society 
Transactions, published in the AR- 
CHIVES, of the March 31, 1973, meet- 
ing of the San Francisco Dermato- 
logieal Society (109:416, 1974). In 
discussing a case of unilateral sys- 
tematized hypochromie nevus, Dr. 
Cram mentioned that this condition 
shows an autosomal dominant inher- 
itance. He cited my paper (Der- 
matologica 134:19, 1967) in support of 
this statement. I would like to draw 
to the attention of your readers that, 
in fact, my paper failed to find in- 
stances of a familial tendency. On the 
contrary, the condition appeared to 
be sporadic in almost all the cases I 
was able to find in the literature. The 
one exception to this, was a case de- 
scribed by Caro-Paton (Actas/ Dermo- 
sifiliogr 41:717, 1950). This case re- 
sembled that presented at the San 
Francisco Dermatological meeting in 
that the lesions consisted of hypopig- 
mented whorls in a unilateral distri- 
bution on the trunk. It may well be 
that this entity is distinct from the 
more usual form of unilateral system- 
atized achromie nevus. In Caro-Pa- 
ton's case, there was a family history 
of "vitiligo," which was unilateral in 
the father. 

The demonstration of melanocytes 
in the case of Drs. Cram and Fuki- 
yama is also at variance with the pa- 
tient I deseribed, in whom  histo- 
chemical techniques failed to show 
the presence of melanocytes in the 
lesion. 

R. L. Coupe, MB, CHB 
Burnaby, British 
Columbia, Canada 
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Reply to Dr. Coupe 


To the Editor.—Dr. Coupe is cor- 
rect in stating that the patient with 
unilateral systematized hypochromic 
nevus that he reported and the cases 
he reviewed, with the exception 
noted, were sporadic without a famil- 
ial tendency.’ My comments, which I 
did not review before publication, are 
misleading and were meant to indi- 
cate that in our own case familial au- 
tosomal dominant inheritance was 
present. 

The nomenclature for this condi- 
tion is confusing. Clinically, the le- 
sions resemble a unilateral form of 
incontinentia pigmenti achromians 
(IPA); IPA occurs primarily in fe- 
males, but there are cases in males 
that have been reported recently in 
the literature.** A family with IPA in 
which the inheritance pattern was au- 
tosomal dominant in type was re- 
ported by Rubin.* 

In Coupe’s patient, melanocytes 
were not found by histochemical tech- 
niques, but since electron microscopy 
was not done, the absence of mela- 
nocytes was not verified. In our case, 
electron microscopy of specimens 
from hypopigmented areas revealed 
melanocytes with large packaged mel- 
anosomes quite different from those 
seen in specimens of normal skin 
from the patient. 

I would consider that our patient 
has a unilateral form of incontinentia 
pigmenti achromians. A number of 
defects of the central nervous system 
in patients with IPA have been re- 
ported,* and recently our patient de- 
veloped a seizure phenomenon. The 
case reported by Coupe may indeed 
have a different disease entity, but 
clinically his case is similar, and until 





more of these cases are studied by so- 
phisticated techniques, the distinc- 
tion will not be clear. 
Davi» CRAM, MD 
San Francisco 


1. Coupe RL: Unilateral systematized achro- 
mic nevus. Dermatologica 134:19-85, 1967. 

2. Maize JC, Headington JT, Lynch PJ: Sys- 
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885, 1972. 

3. Aram H: Incontinentia pigmenti achro- 
mians (Ito). Cutis 6:197-201, 1970. 

4. Rubin MB: Incontinentia pigmenti achro- 
mians. Arch Dermatol 105:424-425, 1972. 


Limited Usefulness 
of Artificial Light Seurces 


To the Editor.—A recent report! on 
ultraviolet light sources showed that 
the ultraviolet output of a solar simu- 
lator was similar to the natural spec- 
trum of sunlight. For this reason, in- 
vestigators are using this artificial 
light source to evaluate the effec- 
tiveness of sun-protective agents 
prior to sunlight performance tests. 
Implicit in this method is the assump- 
tion that the data obtained with such 
artificial light sources can be used to 
predict the results in sunlight tests. 

A recent study? with patients 
having erythropoietic protoporphyria 
(EPP) compared the ultraviolet pro- 
tective qualities of orally adminis- 
tered f-carotene in tests using sun- 


Xenon-arc tolerance is plotted against 
sunlight tolerance. Straight line represents 
perfect correlation if sunlight protection 
exceeds xenon-arc protectian by ratio of 
their median protective facters (10.7 and 
3, respectively). 
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Beta-Ca»otene Protective Factors* 
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* Protective factor is tolerance to light 
(minutes) afser protection divided by the 
tolerance to light before protection (control). 

+ If two values were given in the original 
data? for either tolerance, a mid-value was 
calculated. Th= value of eight hours was used 
for the design tions "all day" and "indefinite- 
ly" since this period of time encompasses 
the effective daily quantitative exposure to 
sunlight. 

t This is the second patient 22 in Table 
1 of the article by Mathews-Roth et al,? since 
there were tw» patients with the designation 
22. The second patient-was chosen because 
it gives the berter correlation. 


light and a solar simulator. The 
authors reported that the results 
showed the qualitative protective ef- 
fect of B-carotene with either light 
conditions, »ut they were concerned 
about “a laek of more quantitative 
correlation.” 

We compzred their data’ obtained 
with sunligFt and xenon-arc light in 
the 21 patients who had both tests by 
comparing the protective factors ob- 
tained with 2ach light source (Table). 
The correla-ion coefficient for this 
comparison was r=—.1871, which is 
indicative of a low degree of correla- 
tion. Althouzh one cannot draw far- 
reaching conclusions from such a low 
level of correlation, the negative sign 
of the ecoeffzient indicates that the 
higher the protective xenon-arc value, 
the lower the protective value against 
sunlight will be. The Figure presents 
a scattergram of xenon-are tolerance 
plotted agamst sunlight tolerance. 
The straight line represents perfect 
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eorrelation if sunlight protection ex- 
eeeds xenon-are protection by the ra- 
tio of their median protective factors 
(10.7 and 3, respectively). The wide 
deviations of most data points from 
the reference line graphically illus- 
trate the lack of correlation. 

The lack of correspondence of labo- 
ratory phototests to sunlight toler- 
ance is not limited to results obtained 
with a solar simulator. Macleod and 
Frain-Bell? alluded to the discrepancy 
of responses of subjects tested with 
sun-protective agents and monochro- 
matic light, as compared with clinical 
effectiveness in sunlight. Kobza et al’ 
noted that some photosensitive EPP 
patients failed to show abnormal re- 
sponses to monochromatic light. Un- 
der well-defined circumstances and 
with cautious interpretation, the use- 
fulness of artificial light sources can- 
not be overemphasized. However, in 
clinical use, where the primary con- 
cern is to protect the patient during 
his normal daily activities, any test 
procedure other than sunlight expo- 
sure seems superfluous. 

Ramon M. Fusaro, MD, PHD 
Jonn A. JOHNSON, PHD 
Omaha 


1. Harber LC, Bickers DR, Epstein JH, et al: 
Report on ultraviolet light sources, Report by the 
Task Force on Photobiology of the National Pro- 
gram for Dermatology. Arch Dermatol 109:833- 
839, 1974. 

2. Mathews-Roth M, Pathak MA, Fitzpatrick 
TB, et al: Beta-carotene as an oral photoprotec- 
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JAMA 228:1004-1008, 1974. 

3. Macleod TM, Frain-Bell W: The study of 
the efficacy of some agents used for the protec- 
tion of the skin from exposure to light. Br J Der- 
matol 84:266-281, 1971. 

4. Kobza A, Ramsay CA, Magnus IA: Oral £- 
carotene therapy in actinic reticuloid and solar 
urticaria. Br J Dermatol 88:157-166, 1973. 


Reply 


To the Editor.—Dr. Fusaro's state- 
ment that for the clinical testing of 
sunscreening preparations ". . . any 
test procedure other than sunlight ex- 
posure seems superfluous." is not 
borne out by the observations he 
cites, nor by practical experience. 
There are several major flaws in his 
arguments: 

The assumption that -carotene is 
primarily effective due to absorption 
of light in the vicinity of the Soret 
band is incorrect. The study he quotes 
by Kobza et al disproves this assump- 
tion, nor has such a claim been made 
by Dr. Matthews-Roth or her col- 


leagues. Thus, 8-carotene cannot be 
likened to the vast majority of agents 
used for protection of the skin 
against the effeets of ultraviolet (UV) 
radiation below 320 nm (ie, the "sun- 
burning" region), all of which act 
simply as filters. 

The assumption that the xenon arc 
solar simulator described in the re- 
port on UV light sources is a rea- 
sonable instrument for quantitative 
light testing in diseases whose action 
spectrum lies primarily in the visible 
(ie> 390 nm) region is incorrect. In- 
spection of the spectral irradiance 
eurve published shows clearly that 
there is excellent simulation of the 
shape of noon mid-latitude solar UV À 
and UVB (ie 295 to 370 nm), but pur- 
posely marked reduction of visible 
and infrared radiation. Thus the spec- 
trum of the solar simulator contains 
at most 10% to 15% of the amount of 
blue and longer wavelengths emitted 
by the sun. The lack of resemblance to 
any solar spectrum is markedly ac- 
centuated by the interposition of a 
Corning CS4-97 filter, which trans- 
mits 1% at 330 nm and only 50% at 
360 nm. The light source thus used by 
Dr. Matthews-Roth as solar simulator 
emits almost less than one half of so- 
lar irradiation at 360 nm, and solar- 
simulating amounts of UV that are 
only between 370 and 385 nm, as well 
as 1596 or less of solar-equivalent vis- 
ible light. For the purpose for which it 
was used it did not represent a “solar 
simulator,” nor is it intended to be 
used as such in this wavelength re- 
gion. 

The xenon arc solar simulator emits 
UVA and UVB in the proportions 
contained in noontime summer sol- 
stice mid-latitude sunlight, but at a 
flux 25 times greater than that of the 
sun. Thus, in the absence of further 
filtration, 40 minutes of exposure rep- 
resents 16 hours of noon sunlight UV 
light. As used in the experiments 
cited, this dose would represent about 
1.6 hours of sunlight-equivalent ra- 
diation at 400 nm. For any reasonable 
comparison of light testing in EPP 
and comparison to “outdoor” expo- 
sure further complications arise from 
the known fact that ". . . the reactiv- 
ity of the skin to radiation (in EPP 
patients, Ed) varies considerably in 
the absence of treatment” (according 
to Kobza et al) and the impossibility 
of estimating by questionnaire alone 
the actual light exposure of patients— 
clearly, even in Boston a continuous 
unbroken exposure of six hours to the 
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summer sun would have resulted in a 
severe sunburn. 

Neither McLeod and Frain-Bell, 
nor Kobza et al compared the results 
of testing for light sensitivity utiliz- 
ing monochromators with test re- 
sponses to natural sunlight in the 
same patients. Thus it is inappro- 
priate to cite them to substantiate 
the statement “. . . the lack of corre- 
spondence of laboratory phototests to 
sunlight tolerance is not limited to re- 
sults obtained with a solar simula- 
tor." Also, A. Kligman, MD, (verbal 
communication) has tested several 
wel-known commercial UVB sun- 
screens utilizing both the xenon arc 
solar simulator and the sun on the 
same patients and found that the pro- 
tective index obtained by using either 
light source is virtually identical. 

In summary, the solar simulator de- 
scribed in the report to which Dr. Fu- 
saro objects, is designed for testing 
the sensitivity of normal and abnor- 
mal skin to wavelengths in the UV 
range between 295 and 380 nm. It is 
extremely useful for tests of the ef- 
fectiveness of filter materials applied 
to the skin, which absorb in this 
wavelength region. It is not intended 
for testing in the visible and infrared 
light. 

FREDERICK UnBACH, MD 
Philadelphia 


Post-Herpes Zoster Neuralgia: 
Response to Vitamin E Therapy 


To the Editor.-In November 1973, 
after a postgraduate symposium on 
dermatology, a general practitioner 
asked the panel of dermatologists 
about the treatment of post-herpes 
zoster neuralgia. No satisfactory 
answer was received from any of the 
five consultants, including me, on the 
panel. It was, therefore, with much 
interest that I read a letter by Drs. 
Ayres and Mihan' in the ARCHIVES. 
They described almost complete con- 
trol of pain in nine of 13 patients suf- 
fering from post-herpetic neuralgia 
following treatment with vitamin E. 

During the first three months of 
1974, with the help of general practi- 
tioner colleagues in Ayrshire, Scot- 
land, it was easy to collect and treat 
eight patients with this most disturb- 
ing complaint. There were six women 
aged 56 to 72 years and two men aged 
60 and 64 years. 

Each patient was given 400 interna- 
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tional units (IU) of vitamin E (D- 
alpha tocopheryl acetate) daily before 
meals for two weeks. The dose was 
then increased to 800 IU/day for a 
second two weeks and finally to 1,600 
IU/day for six weeks. Two women 
were supplied with a vitamin E cream 
containing 50 IU/gm for topical appli- 
cation. 

After ten weeks, one woman 
thought that the pain in the upper 
right side of her back had lessened. 
The remaining seven patients stated 
that there had been no change in the 
severity of frequency of their post- 
herpetic neuralgia. One 65-year-old 
woman, who had suffered night 
cramps, stated that after six weeks' 
treatment with vitamin E these had 
lessened greatly. 

As one? who had previous faith in 
vitamin E, I was disappointed not to 
confirm, in this small series, the satis- 
factory results of this innocuous treat- 
ment for post-herpes zoster neural- 
gia. 

In response to a further letter from 
Drs. Ayres and Mihan; I have just 
embarked on the treatment of two 
patients with subcorneal pustular der- 
matosis. Both these patients are now 
receiving 1,200 IU/day of vitamin E 
and I hope to report their progress in 
due course. 

THOMAS COCHRANE, MD, FRCPG 
Ayr, Scotland 


1. Ayres S Jr, Mihan R: Post-herpes zoster 
neuralgia: Response to vitamin E therapy. Arch 
Dermatol 108:855-856, 1973. 

2. Cochrane T: Granuloma annulare: Treat- 
ment with vitamin E. Br J Dermatol 63:316, 
1950. 

3. Ayres S Jr, Mihan R: Subcorneal pustular 
dermatosis controled by vitamin E. Arch 
Dermatol 109:914, 1974. 


Reply 


To the Editor.—In reply to the let- 
ter from Dr. Thomas Cochrane of 
Ayr, Scotland, in which he reported 
failure to confirm our results of grat- 
ifying relief with vitamin E in post- 
herpes zoster neuralgia, we would 
suggest a much longer trial than ten 
weeks. Since our report in the AR- 
CHIVES (108:855-856, 1973), we have 
not had occasion to treat any addi- 
tional cases of chronic post-herpes 
zoster neuralgia, nor have any of the 
nine patients who were successfully 
treated returned for further observa- 
tion. 

We would again emphasize the im- 
portance of high dosage (1,200 to 


1,600 international units [IU ]) of vita- 
min E in the form of D-alpha tocoph- 
eryl acetate or succinate over a period 
of six months or more, and the impor- 
tance of avoiding any medication, in- 
cluding mixed vitamins contairing 
inorganic iron, which combines with 
and inactivates vitamin E. This prohi- 
bition also applies to white flour and 
to many cereals that are reinforced 
with iron. Conjugated estrogens also 
exert an antagonistic effeet on vita- 
min E. Diets high in unsaturated fats 
inerease the vitamin E requirement, 
and frequent laxatives, especially 
mineral oil, interfere with vitamin E 
absorption. Patients with hyperten- 
sion or badly damaged hearts and di- 
abeties taking insulin should have a 
beginning dose of 100 IU, which can 
be gradually increased. 

Seven of our thirteen patients had 
had severe pain for more than one 
year, and of these patients, one had 
had neuritis for 18 years and one for 
19 years. The latter two were among 
those who obtained almost complete 
relief from pain. While it is true that 
in acute herpes zoster the pain is usu- 
ally self-limited, we usually adminis- 
ter vitamin E in doses of 1,200 to 
1,600 IU/day to these patients also, 
and we have the impression that it re- 
duces the severity and duration of the 
pain. 

SAMUEL AYRES, JR., MD 
RICHARD MIHAN, MD 
Los Angeles 


Acneiform Eruption due to 
Lithium Carbonate 


To the Editor.—I wish te call atten- 
tion to an observation of an acnei- 
form papulopustular eruption, which 
appears to be a secondary effect of 
lithium carbonate therapy. This drug 
is being used increasingly in the 
treatment of manic-depressive dis- 
orders. 

I have examined four patients, all 
female, who had an acneiform erup- 
tion of the face and neck. The four 
patients all noted the onset or an ex- 
acerbation of their acne soon after 
beginning lithium carbonate therapy. 
One patient had previously been tak- 
ing lithium carbonate and had noted 
a similar exacerbation of her com- 
plexion problem after beginning 
treatment and a remission after dis- 
continuing the drug. 

Although I was not able to find any 
reference to an acneiform rash sec- 
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ondary to lithium carbonate adminis- 
tration in the dermatology literature 
or the Physicians’ Desk Reference 
(1974), there have been three cases 
previously reported of an acneiform 
eruption due to lithium carbonate.’ 
In regard to treatment, I have not 
had consistent follow-up with these 
patients to comment on response to 
therapy, but the patient whose case is 
reported by Ruiz-Maldonado et al re- 
sponded poorly to treatment, while in 
the other cases reported by Kusumi, 
the rash was transient and did not re- 
eur afterresuming the drug therapy. 
FRANK W. YODER, MD 
Columbus, Ohio 


1. Ruiz-Maldonado R, de Francisco CP, Ta- 
mayo L: Lithium dermatitis. JAMA 224:1534, 
1978. 

2. Kusumi Y: À cutaneous side effect of lith- 
ium: Report of two cases. Dis Nerv Syst 32:853- 
854, 1971. 


Ultraviciet Light Therapy 
for Psoriasis 


To the Editor.—In the April 1974 is- 
sue of the ARCHIVES, Drs. Stern and 
Kihiezak reported the results of their 
attemptsto determine the action spec- 
trum of ultraviolet lignt-induced clear- 
ing of psoriasis (109:502, 1974). Using 
a xenon arc solar simulator and a cold 
quartz lamp, the authors compared 
the clearing of psoriatic plaques that 
occurred after single or multiple ex- 
posures of UVC (254 nm), UVB (290- 
320 nm), UVA (320-400 nm), and a 
combination ef UVA plus UVB in a 
ratio that was intended to simulate 
solar radiation. Using clinical and his- 
tologic criteria, a beneficial effect was 
observed only with the combination 
of UV-A+ UV-B. 

To compare irradiation of different 
wavelengths, energy doses capable to 
inducing comparable erythema reac- 
tions must be used. The normal MED 
to UVB (MED,) is 15 to 45 millijoules 
(mJ)/sq em,' while the MED to UVA 
(MED,) is 1,000 times that of UV-B 
or 15 to 45 joules (J)/sq em. Thus, 
to compare the effects of UVA and 
UVB, one should give either the MED 
or equivalent multiples of the MED to 
each light source. In zhe experiments 
by Drs. Stern and Kthiczak, psoriatic 
plaques were irradiated with 648 mJ/ 
sq cm UVB (20 MED,); 10.1 J/sq cm 
UVA (% MED,) and in the combined 
UVA--UVB exposures, with 6.8 J/sq 
em UVA (% MED,) plus 2 J/sq cm 
UVB (65 MED,) Ir this study, no 
attempt was made to balance the 
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dosimetries of UVA and UVB with 
UVB exposures 20 to 60 times the 
normal MED, and UVA exposures 
that were less than a normal MED,. 

The combined UV A + UVB exposure 
was intended to mimic solar radia- 
tion. Investigators have established 
that the ratio of UVA to UVB in nat- 
ural sunlight is approximately 300:1.? 
The ratio of UVA to UVB in the com- 
bined UVA+UVB exposure was, 
however, 3:1. 

The critical experiment would be to 
give biologically equivalent energies 
of UVA and UVB and compare their 
effects on psoriasis with those of a 
combination of UVA+UVB in a ratio 
that truly mimics solar radiation. 
These experiments were not done, 
and it is difficult to draw any mean- 
ingful conclusions from the data pre- 
sented by Drs. Stern and Kihiczak, 
except to suggest that the clearing 
of psoriatic plaques by the combined 
UVA and UVB irradiation was prob- 
ably due to the relatively high UVB 
component. 

LEWIS TANENBAUM, MD 
MADHU A. PATHAK, MB, PHD 
JOHN A. PARRISH, MD 
Boston 
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Reply 


To the Editor.-l want to thank 
Drs. Tanenbaum, Pathak, and Parrish 
for their comments. There are, how- 
ever, certain statements with which I 
take issue. In the first place, the defi- 
nition of minimal erythemal dose 
(MED) refers to erythemogenic irra- 
diation, not to the UVA spectrum. 
Since determination of MED is a 
biologic event, it is best measured 
by the erythema response to irradia- 
tion that simulates the natural envi- 
ronment—a combination of UV A and 
UVB in this instance. In our study, 
we utilized a constant dose that was 
shown to be twice the normal MED in 
our laboratory, with the use of an in- 
strument that has been shown to emit 
ultraviolet (UV) radiation in a con- 
tinuous spectrum resembling midday 


summer sunlight (J Invest Dermatol 
53:192, 1969). The authors of the letter 
refer to "Med,"—we never measure 
MED to a narrow band, only to a 
broad band encompassing UVA and 
UVB. 

It is necessary to reiterate the in- 
tent and design of this study. This 
was to determine which portion of the 
UV spectrum is beneficial in the 
treatment of psoriasis. Since the 
course for UVA, UVB, and UVA plus 
B is the same instrument, all that was 
required was to utilize appropriate 
filters to separate the wavelengths 
desired, keeping the total dose as sim- 
ilar as possible to the UVA plus B 
dose—twice the normal MED in this 
study. The use of this instrument for 
MED studies has been previously per- 
formed by Stern and Urbach, as re- 
ported in the ARCHIVES (105:387, 
1972). If we assume that the MED is a 
biologic indicator, then all that is 
needed to give “biologically equiva- 
lent energies” of UVA and UVA plus 
B is to interpose a cutoff filter and ir- 
radiate using the same parameters— 
not to markedly increase the amount 
of UVA. We did not use a higher 
quantity of UVB alone because we 
did not want to induce a Kóbner 
response. The dose used, therefore, 
was lower than perhaps it should have 
been. Finally, I want te emphasize 
that the combination of UVA and 
UVB irradiation was indeed given in 
a proportion simulating summer sun- 
light. 

WILLIAM K. STERN, MD 
GEORGE KiHICZAK, MD 
New York 


Generalized Granuloma Annulare 


To the Editor.—According to the 
Test Your Knowledge quiz in the Oc- 
tober issue of the ARCHIVES (110:604, 
1974) regarding generalized granu- 
loma annulare, it is "true" that 
"There is no significant association 
with diabetes." 

The article by Dicken et al' cited as 
a reference in the Answer section, de- 
scribed two patients with frank dia- 
betes mellitus and two with "mildly 
Eh a fasting blood sugar levels 
among 26 cases of generalized granu- 
loma annulare. The authors did not 
consider this data insignificant, but 
instead concluded that "The finding 
of four such patients in 26 is higher 
than the usual expectancy, and this 
finding warrants further study." In a 
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later report by Haim et al,’ four cases 
of overt diabetes and three of la- 
tent or chemical diabetes were found 
among eight patients with general- 
ized granuloma annulare. Mobacken 
et al’ reported finding one patient 
with an abnormal cortisone glucose 
tolerance test among three with gen- 
eralized granuloma annulare. Ro- 
maine et al* found diabetes in all 
three of their patients with general- 
ized. granuloma annulare. 

On the basis of these reports, "(d)" 
should also be considered a correct re- 
sponse to the TEST YOUR KNOWL- 
EDGE question in question. 

Davip A. VoRoN, MD 
Arcadia, Calif 

1. Dicken C, Carrington SG, Winkelmann RK: 
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to diabetes mellitus as revealed in 8 cases. Br J 
Dermatol 83:302-305, 19'70. 
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4. Romaine R, Rudner EJ, Altman J: Papular 


granuloma annulare and diabetes mellitus: Re- 
port of cases. Arch Dermatol 98:152-154, 1968. 


Reply to Dr. Voron 


To the Editor.—In his letter, Dr. Vo- 
ron states that Dicken et al' did not 
consider their data relating diabetes 
to generalized granuloma annulare as 
insignificant. This is an interesting 
interpretation of the data since the 
authors themselves state in their ab- 
stract, "No significant association 
with other diseases was noted." This 
statement was the basis of choice (d) 
being considered as true. 

To argue that there is a significant 
association, as Dr. Voron apparently 
is doing, one must currently depend 
on the citation of case reports of 
three or four patients which appear 
to suggest a significant relationship 
because they show the presence of 
these two diseases occurring to- 
gether. However, a statistician would 
hesitate to make a statement regard- 
ing the "significance" of an associa- 
tion on the basis of such small sample 
sizes and without the type of sam- 
pling technique that renders statisti- 
eal analysis valid or relevant. The 
question that one must really answer 
is what is the prevalence of diabetes 
in 100 patients with generalized 
granuloma annulare compared to the 
prevalence in 100 age- and sex- 
matched controls. This question has 
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not, to my knowledge, been answered 
in the literature. 

However, if one is to cite literature 
reports to support choice (d) as true, 
one must include the study by Wells 
and Smith? who found only three 
cases of diabetes among 115 patients 
with granuloma annulare or the study 
by Meier-Ewert and Allenby’ that re- 
ported the absence of granuloma an- 
nulare in 368 patients with diabetes 
followed up over seven years and 25 
cases of granuloma annulare in which 
the glucose tolerance tests showed 
normal results. 

Since this is not a review of the 
literature but a letter of response, I 
will only conclude by saying that this 
letter would have been shorter if a 
significant relationship between gen- 
eralized granuloma annulare and dia- 
betes had been heretofore demon- 
strated. Until this is achieved (if 
indeed a significant relation exists), I 
must agree with Dr. Shelley's state- 
ment, "Yet, despite a great deal of 
study, it is not possible to view granu- 
loma annulare as a disease of the dia- 
betic.*” However, I thank Dr. Voron 
for pointing out this controversy. 

Marc E. GOLDYNE, MD 
Rochester, Minn 

1. Dicken C, Carrington SG, Winkelmann RK: 
Generalized granuloma annulare. Arch Dermatol 
99:556-563, 1969. 

2. Wells RS, Smith MA: The natural history of 
granuloma annulare. Br J Dermatol 75:199-205, 
1963. 

3. Meier-Ewert H, Allenby CF: Granuloma an- 
nulare and diabetes mellitus. Arch Dermatol 
Forsch 241:194-198, 1971. 

4. Shelley, WB: Granuloma annulare in, Con- 
sultations in Dermatology With Walter B. Shel- 


ley. Philadelphia, WB Saunders Co, vol 2, 1974, p 
67. 


Two Unusual Complications 
of Topical Fluorouracil Therapy 


To the Editor.—The topical adminis- 
tration of fluorouracil in 1% to 5% 
preparations is a current popular 
method of removing actinic keratoses. 
Fortunately, few side effects have 
arisen. Local tenderness, chapping, 
edema, photosensitivity, lacrimation, 
hyperpigmentation, and suppuration 
have been previously reported in the 
ARCHIVES (88:247, 1963; 92:410, 1965). I 
have found two more complications of 
this form of therapy: prolonged telan- 
giectasia and herpes labialis. 

Report of Cases.—CASE 1.—A healthy 
51-year-old man applied a 1% solution 
of fluorouracil in propylene glycol to 
his entire face three times daily for 


treatment of multiple facial keratosis. 
Ten days after the onset of therapy, at 
a time when the keratoses were 
inflamed, grouped vesicular lesions 
appeared on the left and lateral area 
of the lower lip. Cytopathological 
changes typical of herpes simplex 
virus were seen on Wi-28 cell cultures 
two days after inoculation with the 
crusts from the lip lesion. 

CasE 2.—A healthy 62-year-old wo- 
man applied a 196 solution of fluorou- 
racil to her face in a manner similar to 
that in the previous case. Seven days 
later, the grouped erythematous vesi- 
cles of herpes simplex appeared on the 
midline of the upper lip. The diagnosis 
was confirmed by studies with Wi-28 
cell cultures. 

CASE 3.—A 46-year-old healthy, red- 
headed woman applied a 1% fluorou- 
racil solution to the left temple three 
times daily for one week. Consid- 
erable inflammation was present, 
which persisted two to three weeks. 
One month after cessation of therapy, 
a linear band of telangiectasia re- 
mained at the site of application. This 
deformity has persisted two addi- 
tional months and was present at the 
time of her last examination. 

CASE 4.—A 35-year-old healthy red- 
headed woman applied 1% fluoreuracil 
in propylene glycol to her infraorbital 
ridges three times daily for four 
weeks. Well-demarcated erythema, 
scaling, and crust formation appeared 
after a period of two to three weeks at 
the site of treatment. After cessation 
of therapy, the skin healed, but slight 
telangiectasia has persisted for more 
than three years in this area. 

Comment.—The ^ appearance of 
herpes labialis on the skin of patients 
exhibiting the inflammatory reaction 
to fluorouracil is not surprising, for 
many types of trauma or cellular 
injury are often followed by herpes 
simplex infections. 

It is unlikely that the telangiectatic 
lesions of patients 3 and 4 antedated 
the fluorouracil therapy since neither 
of these patients had pronounced 
keratoses that would disguise un- 
derlying defects. Also, fluorinated 
steroids were not applied topically to 
these areas during this time. 

Two patients developed herpes 
liabialis infections during topical 
fluorouracil therapy for facial actinic 
keratoses and two other patients 
developed telangiectasia subsequent 
to this form of therapy. 

JOSEPH W. BURNETT, MD 
Baltimore 
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We couldnt 





leave well enough 





(selenium sulfide 2.5%) 


G.S. Herbert Laboratories 


Division of 


Allergan Pharmaceuticals 
Irvine, California 92664 


H 





‘Appraisal of Efficacy of Antidandruff 
Formulations, Albert M.Kligman, M.D., 
Ph.D., Richard R. Marples, B.M., M.Sc., 
M.R.C. Pathol., Larry R. Lantis, M.D., and 
Kenneth J McGinley, J. Soc. Cosmet. 
Chem., 25. 73-91 (February 1974). 


*This category includec the number of 
mentions fer each "desirable" or "undesirable" 
effect, therefore, they total more than 35. 


alone. 





Exsel Lotion 





Recent studies verify the efficacy of 2.5% selenium 
sulfide shampoos! but the only product available until 
now left something to be desired: cosmetic accept- 
ability. In fact, nearly half the physicians we interviewed 
indicated they didn't use it for that reason. 

So we developed Exsel®And in clinical testing it’s 
been proven equally effective and cosmetically supe- 
rior to the other 2.5% selenium sulfide lotion. Asked to 
compare the specific characteristics of the two prod- 
ucts, test subjects responded: 


“Exsel lathers better” 


Lathering ability Excellent Good Fair Poor 
Exsel® 8 2 1 4 2 


Other Lotion 1 19 11 4 


“Exsel smells better" 








Odor Acceptable Undesirable 
Exsel® 23 12 
Other Lotion 15 20 
&& = 35 
Hair feels better 

Overall appearance and feel of hair after shampooing* 

Acceptable Undesirable 
Exsel? 57 42 
Other Lotion 39 56 


DESCRIPTION: Contains: selenium sulfide 2.5% with: disodium edetate; bentonite; 
sodium linear alkylate sulfonate; alphaolefin sulfonate; glyceryl monoricinoleate; 
silicone; titanium dioxide; citric acid monohydrate; sodium phosphate mono- 
basic, monohydrate; perfume and purified water. INDICATIONS: Selenium 
sulfide is indicated in the treatment of seborrheic dermatitis of the scalp, 
including dandruff. CONTRAINDICATIONS: The product should not be used 
by patients allergic to any of its components. WARNINGS: Safety for use in 
infants has not been established. PRECAUTIONS: 1. Chemical conjunctivitis 
may result if this preparation enters the eyes. 2.The product should be used 
with caution when acute inflammation or exudation is present as an increase 
in absorption may occur. ADVERSE REACTIONS: 1. Hair loss has been reported 
with the use of the product. 2. Discoloration of the hair may follow the use of 
selenium sulfide. This can be minimized by careful rinsing of the hair after 
treatment. 3. Oiliness of the hair and scalp may increase following the use of 
this product. ACCIDENTAL ORAL INGESTION: Selenium sulfide is highly toxic if 
ingested. Nausea and vomiting usually occur after oral ingestion. Treatment is to 
induce vomiting or if necessary perform gastric lavage, together with general 
supportive measures as required. Administer a purgative to hasten elimination. 
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VALISONE provides prompt, 
anti-inflammatory relief of mild-to-severe 
corticosteroid-responsive dermatoses 


= Impressive results in published studies” 
96% good to excellent results in: 


CONTACT DERMATITIS 


(81 of 84 patients) 


92% good to excellent results in: 


ATOPICECZEMA  . 


(231 of 251 patients) 


85% good to excellent results in: 


PSORIASIS 


(150 of 177 patients) 
= Effective anti-inflammatory, antipruritic, 
and vasoconstrictive actions 


= Convenient b.i.d. dosage is often effective... 
dosage regimen readily accepted by patient 
...occlusive dressings seldom needed 


= Contains no parabens...sen: 
rarely occurs Ev 


VALIS 


ir" :Betamett 


*Files of Headaoibies 
Schering Corporation. 


See Clinical considerat ! 


Copyright € 1975, Boleindtompors tion. 








Clinical success 
comes in all fo 










For contact 
dermatitis only— M: E 


A ENA 2 


or seborrheic 
irmatitis of the scalp — 


em 0,019 
And now, gari. 


for low-cost treatment 25 
of chronic psoriasis— //,tologic 


use only 


Valisone Couton: eiie 
Reduced Strength 7 
Cream 








For corticosteroid- 
responsive dermatoses- 


Valisone 
Cream/Ointment 


isone 
betamethasone valerate, NF 


Cream 0.1%/Ointment 0.1%/Lotion 0.1%/Aerosol O.1595/ Reduced Strength Cream 0.01% 


Clinical Considerations: Indications: VALISONE Cream and Ointment are indicated for relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. VALISONE Reduced Strength Cream is indicated, solely, for the relief of the inflammatory manifes- 
tations of psoriasis. VALISONE Lotion is indicated only in the topical management of seborrheic dermatitis of the scalp. VALISONE Aerosol 
is indicated, solely, for adjunctive topical management to relieve the inflammatory manifestations of acute contact dermatitis. Contrain- 
dications: Topical steroids are contraindicated in tuberculosis of the skin and some viral diseases of the skin (varicella and vaccinia). 
Topical steroids are also contraindicated in those patients with a history of hypersensitivity to any of the components of the preparations. 
VALISONE Aerosol is contraindicated for use under occlusive dressings. Warnings: Keep the spray of VALISONE Aerosol away from eyes 
and other mucous membranes; avoid inhaling. Avoid freezing of the tissue by not spraying for more than 3 seconds, at a distamce not less 
than 6 inches. Contents are under pressure. Do not puncture. Do not store or use near open flame or heat. Do not expose to temperatures 
above 120° F. Keep out of reach of children. Never throw container into fire or incinerator. Precautions: If irritation or sensitization 
develops with the use of VALISONE products, treatment should be discontinued and appropriate therapy instituted. In the presence of 
infection, the use of an appropriate antifungal or antibacterial should be instituted. If favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infection has been adequately controlled. If extensive areas are treated, or if the occlusive 
technique is used, the possibility exists of sufficient systemic absorption to produce adrenal suppression and systemic corticosteroid 
effects may occur; suitable precautions should be taken. In a few cases, ulceration has been reported with the use of topical steroids for 
skin conditions involved with impaired circulation (i.e., stasis dermatitis). Usage in Women of Childbearing Age: The use of any drug during 
pregnancy and the lactation period or in women of childbearing age requires that the potential benefits of the drug be weighed against the 
possible hazards to the fetus or infant. Topical corticosteroids have not been reported to have an adverse effect on the fetus, but the safety 
of their use in pregnant patients has not been definitely established. They shculd not be used extensively or for prolonged periods of time 
in pregnant patlents, unless the condition requiring treatment warrants the risk. VALISONE products are not for ophthalmic use. Adverse 
Reactions: The following adverse reactions have been reported with topical corticosteroids: burning, itching, irritation, dryness. folliculitis, 
hypertrichosis, acneform eruptions, and hypopigmentation. The following may occur more frequently with occlusive dressings than without 
such therapy: maceration of the skin, secondary infection, atrophy of the skin or subcutaneous tissues, striae, miliaria. Dosage and Admin- 
istration: VALISONE Cream, Ointment, and Reduced Strength Cream are applied as a thin film over the affected skin areas one to three 
times a day. Clinical studies of VALISONE have indicated that dosage once or twice a day is often feasible and effective. VALISONE 
Reduced Strength Cream has an aqueous, hydrophilic base that softens and moisturizes the skin. Although occlusive dressings are re- 
quired infrequently, they may enhance therapeutic efficacy in certain refractory lesions of psoriasis and other dermatoses that are 
difficult to treat. Apply a few drops of VALISONE Lotion to the affected area of the scalp and massage lightly until it disappears. Apply 
twice daily, in the morning and at night. Dosage may be increased in stubborn cases; following improvement, apply once daily. Apply 
VALISONE Aerosol three to four times a day. The container may be held upright or inverted during use. The spray should 5e directed 
onto the affected area from a distance of approximately 6 inches and applied for only 3 seconds. For more complete details, consult pack- 
age insert or Schering literature available from your Schering Representative or Professional Services Department, Schering Corporation, 
Kenilworth, New Jersey 07033. MARCH 1974 

SLS-048 


News ard Notes 


Dermatopatgology — Symposium.— A 
three-day de-matopathology sympo- 
sium titled distologic Diagnosis of 
Inflammatory Skin Diseases, spon- 
sored by the c»partments of dermatol- 
ogy and pathology of New York Uni- 
versity Schoo. of Medicine, will be held 
in June 197s. Directed by Dr. A. 
Bernard Ackerman, associate profes- 
sor of derma.ology and pathology, it 
will take plase in Alumni Hall, New 
York Univers ty Medical Center, New 
York. The program will begin on 
Thursday, J-ne 26, at 1 PM and 
conclude on saturday, June 28, at 1 
PM. 
The course is designed to provide a 
logical and r=producible approach to 
the diagnosis and understanding of 
inflammatory skin diseases. A method 
will be taugnt for making specific 
histologic dizznoses in most inflam- 
matory skin diseases, thus avoiding 
their being .igned out as “chronic 
nonspecific dermatitis.” Careful clini- 
copatholegica correlation will also be 
emphasized. 

The format will be 45- to 60-minute 
lectures, follaved by 30-minute ques- 
tion and discission periods in which 
the faculty wil participate. Represen- 
tative examres of all categories of 
inflammatory skin diseases will be 
available for microscepic study. 

The facul&y and their subjects 
include Drs. Wallace H. Clark, Jr., 
“Panniculitis*; H. Sherwood Law- 
rence, “Funetion of Inflammatory 
Cells"; Hermann Pinkus, "Folliculi- 
tis"; Richard Reed, “Vasculitis”; Ar- 
kadi M. Eywlm, “Granulomatous Der- 
matitis"; and A. Bernard Ackerman, 
“Structure o Skin” (with electron 
microscopy b~ Dr. David N. Silvers); 
“Intraepiderraal and Subepidermal 
Vesicular Dermatitis," (with immuno- 
fluorescent mterpretation by Dr. 
Jean-Claude Bystryn), “Superficial 
Perivascular Dermatitis," "Superfi- 
cial and Deeg Perivascular Dermati- 
tis," and "Fibrosing Dermatitis.” 

The tuition 3s $200. For residents in 
training, tuiton is $100. For further 
details, inquire at the Office of the 
Associate Dezn, New York University 
Post-Graduat2 Medical School, 550 
First Ave, New York, NY 10016, or 
telephone (2 2) 679-3200, extension 
4037. 
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Phoenix Dermatologic Society New 
Officers.-In May 1974, the Phoenix 
Dermatologic Society was formed. 
The primary purpose of this organiza- 
tion is to promote and implement 
continuing medical education among 
its members. The officers of this 
newly formed group are Fletcher E. 
Zumpfer II, MD, president; Alice 
Palmer, MD, vice-president; and 
Walker Brock, MD, secretary-treas- 
urer. Donald McNairy, MD, and Dan- 
iel Shanahan, MD, are serving as 
Beard of Directors for the Phoenix 
Dermatologic Society. There are ap- 
proximately 30 members in this 
organization. 


West Coast Allergy Society Meet- 
ing.—The West Coast Allergy Society 
Scientific Meeting will be held Nov 
20-22, 1975, at the Royal Inn at the 
Wharf, San Diego, Calif. For further 
information, contact the West Coast 
Allergy Society, Harvey O. Randel, 
MD, Chairman, Program Committee, 
2164 SW Park Place, Portland, OR 
97205. 


Hamilton Montgomery Fellowship.— 
The Hamilton Montgomery Fellow- 
ship in Dermatopathology has been 
established in the Department of 
Dermatology, Mayo Clinic and Mayo 
Graduate School of Medicine. This is 
a one-year fellowship experience for 
dermatologists or pathologists who 
have their specialty boards or who are 
board-eligible. The fellowship in- 
cludes study of the indexed collection 
of 80,000 skin biopsies, opportunity to 
supervise and to teach dermatopathol- 
ogy, and special opportunities in mi- 
crobiology, histochemistry, electron 
microscopy and immunofluorescence. 
Two daily conferences provide close 
liaison with the consultant staff, and 
clinieopathologie correlation is em- 
phasized. Inquiries for July 1975 
should be addressed to Dr. R. K. Win- 
kelmann, Department of Dermatol- 
ogy, Mayo Clinic, Rochester, MN 
55901. 


Dermatologist for Chief of VA Sec- 
tien.—The University of California, 
San Francisco, seeks a board-certified 
or qualified dermatologist with two to 
three years experience in teaching 
and in basic research in electron mi- 


croscopy, biochemistry, and virology. 
The applicant must be eligible for a 
California license. Rank and salary 
will be dependent on academic qual- 
ifications. Send application letter and 
curriculum vitae to William Epstein, 
MD, Chairman, Department of Der- 
matology, UCSF, San Francisco, CA 
94143. The University of California 
is an Equal Opportunity Affirmative 
Action Employer. 


Third Conference on the Laser.— The 
New York Academy of Sciences 
announces the Third Conference on 
the Laser in New York, April 22-25, 
1975. The First Conference on the 
Laser by the New York Academy of 
Sciences was in 1965. There will be a 
review of new laser systems, including 
the x-ray laser. The very important 
applications in laser as an answer to 
the energy crisis and the revolutions 
in communications and information 
handling will be presented by experts 
in their respective fields. The new 
developments in laser biology, which 
can lead to molecular engineering, 
also will be shown, as well as the 
recent advances in laser surgery, espe- 
cially those related to cancer. Many of 
these sessions, in regard to research, 
surgery, communications, and learn- 
ing techniques, will be of interest to 
dermatologists. An added feature will 
be presentation of the new develop- 
ments in the field of laser art and 
music. For further information, con- 
tact Leon Goldman, MD, Conference 
Chairman, Department of Dermatol- 
ogy, University of Cincinnati Medical 
Center, Cincinnati, OH 45267, or Ellen 
Marks, Conference Director, New 
York Academy of Sciences, 2 E 63rd 
St, New York, NY 10021. 


Board Examination.—Candidates for 
the American Board of Dermatology 
who completed their training prior to 
Jan 1, 1975, are eligible to take the 
written examination of the board, 
which will be given on June 9, 1975. 
Anyone wishing to apply to take this 
examination should write to Clarence 
S. Livingood, MD, Executive Secre- 
tary, American Board of Dermatol- 
ogy, Inc., Henry Ford Hospital, De- 
troit, MI 48202, before April 15, 1975. 
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The Skin and Eye, translated and adapted by 
William Curth, MD, Helen O. Curth, MD, Fred- 
erick F. Urbach, MD, Daniel M. Albert, MD, 219 
pp, with 226 illus, $29.50, W. B. Saunders Co, 
1973. 


This is an authorized English edi- 
tion of a book titled A Dermatologic 
Correlation of Disease of the Perior- 
bital Region, written by Gunter W. 
Korting, MD, professor and director 
of the Department of Dermatology of 
the University Hospital of Mainz, 
West Germany. (The first printing 
erroneously lists Dr. Korting as Direc- 
tor of the Department of Ophthalmol- 
ogy.) The original German edition was 
published in 1969. This edition was 
translated and adapted by three 
dermatologists, William Curth, MD, 
Helen O. Curth, MD, and Frederick F. 
Urbach, MD, and an ophthalmologist, 
Daniel M. Albert, MD, and was 
published in 1973. 

The quality of the paper is excellent 
and the book is well bound. The pages 
measure approximately 6% x 9% 
inches, and there are two columns to 
each page. The type is small but easily 
read. Our general impression is that of 
an attractive and compact book. 

The author’s objectives are well 
stated in the preface. He notes that 
diseases of the skin can affect various 
parts of the eye and that many derma- 
tologic diagnoses can be confirmed by 
examination of the eyes. His purpose 
is to present the most outstanding 
diagnostic points from both sciences 
in a manner that is useful to the 
practicing dermatologist. 

The material is classified from a 
dermatological point of view and 
divided into chapters, which are pre- 
sented in a sequence similar to that in 
existing dermatological texts. Skin 
lesions are first described, with atten- 
tion to history, cause, tissue response, 
clinical appearance, microscopic pic- 
ture, course, and differential diagno- 
sis. Following this, the associated 
changes in the eye and periorbital 
area are presented. Discussions are 
brief but quite worthwhile. Many 
references are quoted, and these are 
listed alphabetically at the end of each 
chapter. Treatment is not consid- 
ered. 
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There are 167 pictures in color and 
59 in black and white. We have never 
seen better color reproductions of clin- 
ical photographs in any medical text. 
Most of these show skin lesions 
involving the eyelids and periorbital 
region. There are several of the 
conjunctiva and cornea, but only three 
of the fundus. Ophthalmologists 
might wish for more emphasis on 
ocular and intraocular lesions, but the 
aim and scope of the book do not allow 
for this. 

There are minor differences in 
concept and classification of some 
Skin diseases, notably the eczemas, 
which make the text interesting to 
one who reads mainly the writings of 
his colleagues in this country. The 
bibliography includes a large percent- 
age of references to articles by 
German and other European authors, 
useful to one searching for informa- 
tion from this geographic area. 

While this book is oriented primari- 
ly toward the dermatologist, we 
believe that many ophthalmologists 
will find the pictures, descriptions, 
and concepts of cause and pathogen- 
esis presented by the author of real 
interest and value. 

HERMAN V. ALLINGTON, MD 
JOHN H. ALLINGTON, MD 
Oakland, Calif 


Dermatology: Proceedings of the 14th International 
Congress, Padua-Venice, May 22-27, 1972, edited 
by Flarer F, Serri F, and Cotton DWK, $107.70, 
1,008 pp, with illus, Excerpta Medica, 1974. 

This is not a textbook of dermatol- 
ogy, as the unwary might suppose 
from the title; it is the proceedings 
of the 14th International Congress 
of Dermatology, held in Padua and 
Venice, Italy, in May of 1972. It con- 
tains all the usual items expected in 
the transactions of such a Congress, 
including (but not limited to) a par- 
tial list of registrants by countries 
(my own name, and that of at least 
one man who presented a paper, Aizic 
Cotlear of Lima, Peru, were omitted), 
a table of contents by title according 
to the categories provided for in the 
program, an index of authors' names 
(but not of subjects), and summaries 
of the presented papers. 

These summaries—marvellous to 
relate—are all in clear, idiomatic En- 
glish, thanks to the expertise of the 
staff at Excerpta Medica. So far as I 
know, this is a "first" for the pub- 
lished transactions of an interna- 
tional congress of dermatology, and 
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the editors and officers of this Con- 
gress are to be congratulated for it. 
Obviously the volume's price puts it 
out of reach of the casual reader, but 
no department of dermatology or med- 
ical library can afford not to own it. It 
is full of valuable material that is 
only slightly downgraded by the lapse 
of two years between presentation 
and publication. The book is hand- 
somely reproduced and bound. 
HARRY L. ARNOLD, JR., MD 
Honolulu 


Microbiology of Human Skin, by W. C. Noble 
and D. A. Somerville, 341 pp, $22.50, W. B. 
Saunders Co., 1974. 

This slim volume succinctly sum- 
marizes a massive bibliography and 
personal experience in human cuta- 
neous microbiology. Its arrival will 
stimulate future research. Previously 
the neophyte had difficulty because, 
with the exception of two books 
complementary to this, the literature 
was widely dispersed (over dozens of 
journals and decades) so no simple 
pathway to a basic education existed. 

The book is divided into three 
sections, aiding the directed reader. 
The first section briefly reviews skin 
anatomy and physiology, followed by 
a masterful presentation on nutrient 
factors on and in the skin and the 
concept of resident and transient flora 
and their relationship to factors 
controlling microbial growth on skin. 

The second section details the 
microbial inhabitants cf the skin. 
Here the reader will find a delineation 
of the major facts on corynebacteria, 
streptococci, micrococci, etc. 

The third section deals with skin 
ecology, including the microbiology of 
specialized anatomic sites, host fac- 
tors and their effect on the normal 
flora, and topical application of drugs 
and their effect on skin fiora. The last 
chapter describes research methods of 
quantitating skin flora. 

The references are comprehensive 
and up to date—presumably edited 
moments before the beok went to 
press. 

We wish the authors continued 
success in this venture and hope they 
will frequently revise this volume as 
an aid to physicians and investigators 
in this field. We believe their volume 
will be extensively utilized by resi- 
dents, practicing dermatologists, re- 
search workers, and praeticing physi- 
cians in many fields. 

Howarp MarBACH, MD 
San Francisco 


Books 





406 








No one dry skin product 


can take care of 
all dry skin problems. 


It takes two: 





Most cosmetic dry skin problems can be treated 
by any number of good dry skin creams and 
lotions. 


But what about the more serious therapeutic 
dry skin problems? You need something stronger. 


That’s why we make two Aquacares. One for 
cosmetic dry skin conditions and one for 
therapeutic dry skin conditions. 





Aquacare® (2% urea) was designed as a specific 
treatment for the many cosmetic dry skin 
complaints you encounter in your practice. Dish- 
pan hands, pruritis and mild atopic dermatitis 

all call for treatment with Aquacare. Why 
Aquacare when there are so many other fine 
cosmetic products available? Because Aquacare 
has been proven superior in the treatment of 
moderate manifestations of scaling dry skin. 


Aquacare®/HP (10% urea) was formulated as 

a specific treatment for the more severe dry skin 
conditions you see. Severe atopic dermatitis, 
xerosis (winter itch), ichthyosis, or other problem 
dry skin conditions require a therapeutic dry 
skin product. In numerous tests, Aquacare/HP 
has been shown to be highly effective in the 
treatment of these conditions. 


Aquacare/HP vs. Keri (In-Vivo 
Effectiveness) 


Aquacare/HP Cream was compared to Keri 
Cream to determine in-vivo effectiveness. Five 
elderly volunteer patients with xerosis on the 
lower extremities were selected to participate in 
this study conducted during the winter months 
1972-73. Control cutaneous biopsies ef af- 
fected areas were obtained prior to treatment. 
The patients applied the test preparations under 
double blind conditions three times a day for 
three weeks with supervision from a registered 


nurse. 


PHOTOMICROGRAPHS TAKEN PRIOR TO TREATMENT SHOWING HYPERKERATGSIS AND 
INTERSTITIAL EDEMA OF THE DERMAL CONNECTIVE TISSUE. 
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After three weeks of treatment, follow-up biop- 
sies were taken and sent with control specimens 
to James H. Graham, M.D., Director, Section 
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of Dermal Pathology, California College of 
Medicine, Jniversity of California, Irvine, Califor- 
nia. Under double-blind conditions, Dr. Graham 
evaluated -he pre and post-treatment specimens. 
Objectivelr, he was able to distinguish differences 
between the before and after treatment tissue 
sections. 


Differences between the post-treatment biopsies 
were somewhat subtle, but Aquacare/HP treated 
areas showed a more normal basket weave 
appearance of the stratum corneum when com- 
pared to tae Keri Cream treated areas, although 
the latter preparation did similarly reduce hyper- 
keratosis. "he dermal connective tissue also 
exhibited e more normal architecture in the 
Aquacare, HP treated areas. 


Aquaca-e vs. Keri (Common 

Dry Skin) 

A double-Hind study was conducted comparing 
Aquacare Lotion with Keri Lotion in the treat- 
ment of 28 elderly women with dry skin con- 
ditions of the lower legs! Opposite legs were 
treated tw:-e daily with either Aquacare or Keri. 
The condition of the legs was scored weekly on 
a 4 point scale: 0—no scaling (smooth), 1—slight 
scaling, 2—moderate scaling, 3—marked scaling. 
There was a 3 week follow-up period during 
which notaing wes applied. 


AVERAGE PRE-T-EATMENT SCORE 2.46 231 

ERIBE SCORE AFTER 3 WEE TREATMENT 055 0.92 

AVERAGE SCORE 3 WEEKS POS:-TREATMENT 177 246 
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C) L TREATMENT WEEKS + FOLLOW-UP WEEKS — ÀM 
AVERAGE OBSERVED SCALING DURING AND AFTER TREATMENT 








Three weeks after therapy ended, the Aquacare 
treated lecs were markedly less scaly than the 
Keri treated legs. Aquacare was found to be 
superior ir 7096 ef the cases, and equally effec- 


tive in the remaining 30%. 


3 G.S. Hemert Le»oratories “echnical Report No. 8 


Aquacace/HP vs. Calmurid" 
(Ichthycsis and Hand Eczema) 

In two separate studies, thirty patients with ich- 
thyotic skin associated with atopic dermatitis 
and 30 patients with eczematous dermatitis of 
the hands participated in randomized double- 
blind studies to evaluate the effects of 
Aquacare, HP and Calmurid? 


2 Efficacyscompe ison of twe dry skin creams containing 10% urea in the 
treatrneet of Iclithyosis anc Hand Eczema, T. Fredrikson, M.D., Vasteras, 
Sweder and L Gio, M.D.. .undswall, Sweden 
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After initial ratings, each subject applied the test 
cream twice a day for four weeks. Evaluations 
were made at the end of the 2nd and 4th weeks 


of treatment. HS 
ICTHYOSIS ECZEMA 
STUDY STUDY 


T 12 
30 
p 0.006 


30 
p 0.018 






EXPRESSED PREFERENCI 
FOR AQUACARE /HP 


A í 
EXPRESSED PREFERENCE 
FOR CALMURID 
NO PREFERENCE 
EXPRESSED 
TOTAL 


The investigator's preference, after 4 weeks of 
treatment can be seen in the charts shown. 
These studies demonstrate statistically significant 
efficacy in favor of Aquacare/HP 


Aquacare/HP vs. Valisone" 
(Chronic Hand Eczema) 


A total of nineteen patients participated in a 
double-blind, bilateral, paired comparison study? 
All patients received systemic steroids to sup- 
press their chronic eczematous conditions. One 
group of 7 patients achieved complete remission, 
8 patients achieved partial remission and 4 
patients were dropped from the study for var- 
ious reasons. At the end of systemic therapy 
both groups applied Aquacare/HP Cream to 
one hand and Valisone 0.1% Cream to the other 
in a double-blind manner. Follow-up examina- 
tions were conducted and the patients were 
rated on a continuous scale of 0—4 where O in- 
dicated absence and 4 represented severe recur- 
rence of the eczema. 


3A double-blind study comparing Aquacare/HP Cream to Valisone 0.1% Cream 
in the treatment of chronic Hand Eczema, James W. Burks Ill, M.D., Gary R. 
Brown, M.D., A.M. Hegre, M.D. and George Farber, M.D., New Orleans, Louisiana. 








RATINGS OF PATIENTS WHO DO NOT ACHIEVE COMPLETE REMISSION WITH SYSTEMIC STEROIDS. 
4 





In summary, when systemic steroids effectively 
ameliorate the symptoms of chronic hand 
eczema, Aquacare/HP appears to be as effec- 
tive as a potent steroid cream in a maintenance 


program. 


H G.S. HERBERT LABORATORIES / Irvine, CA 92664, U.S.A 
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effective in nummular eczema 


effective in lichen simplex chronicus 


effective in psoriasi 


effective in stasis dermatitis 


change to... 


Tridesilon 
qaesonide) 0.05% 


creme and ointment 


potent activity without fluorination for 
adjunctive therapy in a wide range of acute and 
chronic steroid-responsive dermatoses 
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Although one or more fluorine 
atoms have been added to 
ertain topical corticoids as 
activity potentiators, experience 
ith Tridesilon (desonide) — 
A topically potent nonfluorinated 
steroid — has demonstrated that 
luorination is not always neces- 
sary for therapeutic potency 
and clinical efficacy: Thus, 


equating only fluorination with 
potency Is not a valid 


ASSUMIDILION. 


Reprints on request. 


escription: Tridesilan (desonide) 0.05% 
reme and Ointment contain &nonfluorinated 
orticosteroid (16 a-hydroxyprednisolone-16, 
7-acetonide). 
ontraindications: Tredesilon tdesonide) 
.05% Creme and Oistment, tepical steroids, 
re contraindicated im vaccinia and varicella, 
nd in those patients with a history of hyper- 
ensitivity to any of th= components of the 
reparation. 
recautions: If irritation develeps, the drug 
hould be discontinued and appropriate 
erapy instituted. 
In the presence of an infection, the use of 
n appropriate antifungal or antibacterial 


agent should be instituted. If a favorable re- 
sponse does not occur promptly, the cortico- 
steroid should be discontinued until the 
infection has been adequately controlled. 

If extensive areas are treated or if the 
occlusive technique is used, the possibility 
exists of increased systemic absorption of the 
corticosteroid and suitable precautions should 
be taken. 

Although topical steroids have not been 
reported to have an adverse effect on preg- 
nancy, the safety of their uses in pregnant 
females has not absolutely been established. 
Therefore, they should not be used exten- 
sively on pregnant patients, in large amounts, 


desonide 
(nonfluorinated) 


flurandrenolide 
(monofliuorinated) 


fluocinolone acetonide 
(difluorinated) 


triamcinolone acetonide 
(monofluorinated) 


or for prolonged periods of time. 

These products are not for ophthalmic use. 
Adverse Reactions: The following local adverse 
reactions have been reported with topical 
corticosteroids: burning sensations, itching, 
irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, hypopigmentation. 

The following may occur more frequently 
with occlusive dressings than without such 
therapy: maceration of the skin, secondary 
infection, skin atrophy, striae, miliaria. 

Dosage and Administration: Apply a thin film 
of Tridesilon (desonide) to the affected skin 
and massage lightly. The usual dosage is two 
to three times daily. 
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When hyperkeratesis 


is the problem or a barrier 
-to therapy... 
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Psoriasis 


GEL, @ 


helps remove 
thickened stratum 
corneum and enhances 
other therapy! 


Easy-to-use Keralyt" effectively and safely 
removes thickened keratin. Simply hydrate 
affected area and apply Keralyt gel, using occlusive 
dressing overnight for optimum results. Keralyt's 
efficacy is an important "first step" when steroids, 
tar and other therapy are necessary. 


Ichthyosis 
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6% salicylic acid in a gel containing 
propylene glycol (6096) and ethyl 
alcohol (19.496), hydroxypropyl 
cellulose and water. 
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Keralyt 


CONTENTS: 6% salicylic acid in a gel 
containing propylene glycol (60%), 
ethyl alcohol (19.4%), hydroxypropyl 
cellulose and water. 


ACTION AND USES: 


For Dermatological Use: Keralyt is a 
topical aid in the removal of excessive 
keratin in hyperkeratotie skin disorders, 
including the various ichthyoses 
(vulgaris, sex-linked and lamellar), 
keratosis palmaris and plantaris, 
keratosis pilaris, pityriasis rubra 

pilaris, psoriasis (including body, scalp, 
and palms and soles). Keralyt has been 
reported as helpful as adjunctive 
therapy for fungal infections. 


For Podiatric Use: Keralyt is a topical 
aid in the removal of excessive keratin 
in dorsal and plantar hyperkeratotic 
lesions. Keralyt has been reported as 
helpful as adjunctive therapy for 
verruca plantaris. 


DIRECTIONS FOR USE: The prefer- 
able method of use is tc apply 
thoroughly to the affected area and 
place under occlusion at night. The 
skin should be hydratec for at least 
five minutes prior to application. The 
medication is washed off in the 
morning, and if excessive drying 
and/or irritation is observed, a bland 
cream or lotion may be applied. Once 
clearing is apparent, the occasional use 
of Keralyt will usually maintain the 
remission. In those areas where occlu- 
sion is difficult or impossible, applica- 
tion may be made morefrequently, 
and hydration by wet packs or baths 
prior to application apparently 
enhances the effect. Unless hands 

are being treated, rinse nands 
thoroughly following application. 
CONTRAINDICATIONS: Not to be 
used in patients known to be sensitive 
to any ingredient of Keralyt. 
PRECAUTIONS: In view of the salicylic 
acid content, use in children under 

12 years of age should be limited to 
no more than one tube 1 oz.) in 

24 hours. Avoid contact-with eyes and 
mucous membranes. For external use 
only. Keep this and all medications 
out of reach of children. 

HOW SUPPLIED: Plastic tubes 1 oz. 
(24.8 gm.) 

CAUTION: Federal law prohibits 
dispensing without prescription. 
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Unretouched oscillograph 
shows isolation efficiency. 


Our MICRO-g™ lab tables are used with microscopes, 
microtomes, wire bonders, mask-alignment tools, interfer- 
ometers, etc. Not recommended for analytical balances. 
Most building vibrations reduced by at least 95%. This 
provides blurr-free vision on microscopes while inspecting 
or assembling. Operators work better and faster. 
e Operates on compressed air. 
e Stays level with changing loads. 
e Supports O to 800 Ibs. at 30 to 80 p.s.i., is 
mechanically fail safe. 
e Low cost, no maintenance. Price range: $910.to $1265. 
e Buy isolation frame with surface plate only 
for use as bench tops, equally efficient. 
6 configurations, 3 sizes This vibration-isolation frame is the heart 
( : of every MICRO-g system. 
each. Special sizes, too. 
Proved and guaranteed 
performance. Write for 
Bulletin M today. 
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The General Principles of Blood Transfusion 
is the guide for physicians who must order 
blood and blood components for their patients. 


Published by the American Medical Asso- 
ciation, this 1973 Edition is completely 
revised and updated, bringing the practi- 
tioner the best of informed opinion and 
experience in the field. 


To order your copy ($2 ea.) of the guide, 
OP-267, write: Order Department, American 
Medical Association, 535 N. Dearborn St., 
Chicago, Ill. 60610. 
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To effectively help control 
dandruff, remove excess oil 
and stop itching. 
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` | Cream Therapeutic Shampoo 


/ UESTWOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8N 1E2 


archives of 


Dermatology 


April 1975 Volume 111, Number 4 








Mycosis Fungoides Cooperative Study ..................... sees 457 
Ban GEB iuicstaneditiiasxbxi E SRM E ADAM OD DE ea J. P. O'Brien 460 
Tar Phototoxicity and Phototherapy for Psoriasis .............. L. Tanenbaum, J. A. Parrish, 


M. A. Pathak, R. R. Anderson, T. B. Fitzpatrick 467 


Ef-ects of Methotrexate Esters on Normal and Psoriatic Skin .......... G. D. Weinstein, 
J. L. McCullough 471 


Psoriasis—Changes in Surface Microtopography .............. F. C. Tring, L. B. Murgatroyd 476 
NON. Mr ODE a eim EUMAFK Sd E pee Y Ed TUR PUac A bii RE O. H. Mills, Jr., A. Kligman 481 


Mechlorethamine Desensitization in Therapy for Mycosis Fungoides 
V. S. Constantine, Z. Y. Fuks, E. M. Farber 484 


Lymphomatoid Granulomatosis of the Skin .................. N. Minars, S. Kay, M. R. Escobar 493 


Acute, Generalized Panniculitis With Amylase and Lipase in Skin 
L. Förström, R. K. Winkelmann 497 


Peutz-Jeghers Syndrome With Pigmented Oral Papillomas ...................... N. J. Lowe 503 


Subcutaneous Fat Necrosis Associated With Pancreatic Disease .... P. S. H. Hughes, 
P. Apisarnthanarax, J. F. Muiins 506 





). It is easy to 


PHARMACEUTICALS INC. 


Buffalo, New York 14213 
In Canada, Belleville, Ontario KBN 1E2 


NS 


1975, W.P. INC 





-P Kn C 


Archives of DERMATOLOGY 


Dopyrighe 1975 by the AMERICAN MEDICAL ASSOCIATION 


YOL 111. NO 4 CONTENTS APRIL 1975 


SPECIAL EDITORIAL 


Mycosis Fungoides Cooperative Study 0.00.00... cece cette ects eden 457 


ORIGINAL CONTRIBUTIONS 


Actinic Granuloma 
Johr P. O'Brien, MD, Sydney, Australia ...................... senem Innern ennt .460 


^ar Photstoxicity and Phototherapy for Psoriasis 
Lews Tanenbaum, MD; John A. Parrish, MD; Madhu A. Pathak, MB, PhD; 
R. R»x Anderson; Thomas B. Fitzpatrick, MD, PhD, Boston .........sssss ER” A 467 


=ffects œ Methotrexate Esters on Normal and Psoriatic Skin 
Gerd D. Weinstein, MD, Jerry L. McCullough, PhD, Miami, Fla .......sssssssssss e 471 


2soriasis—Changes in Surface Microtopography 
F. Carles Tring, MD, Lyndon B. Murgatroyd, FIMLT, Sheffield, England... sss 476 


Acne Mechanica 
Otto-H. Mills, Jr., MA, Albert Kligman, MD, PhD, Philadelphia... Tee wee 481 


Mechlorethamine Desensitization in Therapy for Mycosis Fungoides 


Victer S. Constantine, MD; Zvi Y. Fuks, MD; 
Eugene M. Farber, MD, Stanford, Calif ................. sss eene 484 


ZASE REPORTS 


_ymphomatoid Granulomatosis of the Skin 
Norman Minars, MD; Saul Kay, MD; Mario R. Escobar, PhD, Richmond, Va sss see 493 


Acute, Generalized Panniculitis With Amylase and Lipase in Skin 
Lars Forstrom, MD, R. K. Winkelmann, MD, PhD, Rochester, Minn ......ssssssssss s 497 


2eutz-Jeghers Syndrome With Pigmented Oral Papillomas 
Nickolas J. Lowe, MB, ChB, MRCP(UK), Gosport, Hants, England... 503 


Subcutaseous Fat Necrosis Associated With Pancreatic Disease 


Philib S. H. Hughes, MD; Prapand Apisarnthanarax, MD; 
J. Fed Mullins, MD, Galveston, Tex ............ sees nnne nnne hene nnne nnn nnne nenne nbn enne nnne 506 


REGULAR DEPARTMENTS 


EBED/NED PRODI... uu leeren | a s PNE a paca arcs Male reir evo dtp cc iion niei d 517 


413 


41 


CONTENTS—Continued 


Letters to the Editor 


Urethral Diverticulum Presenting as a Penile Cyst 


Robert L. Anderton, MD, MAJ Toivo E. Rist, USAF, MD, 
J. Graham Smith, Jr., MD, Augusta, Ga ........ oss Eom did cu a aT Fee., ESAR 523 


Vitamin E Treatment of Dermolytic Bullous Dermatoses 
duni RONO 0075. Ao MMC Cv RUM WC 524 


Pachydermodactyly: A Variant of the True Knuckle Pad 
JEn Vermos. MO; LVO NUMAN a eee dani a 524 


Liver Disease in Psoriatics 
Howam Bo THEM RODEO, MERE. ae erret ced de wa EE onus 524 


Unusual Foreign Body Secondary to Nail Injury 
James S. Wilkinson, MD, Raleigh, NC... ee EPER A acu me ME CNN RR 525 


Mycobacterium marinum Infection 


Tom Turner, MB, MRCP(UK); Gordon F. Donald, MD, DDM, MACD: 
John N. Burry, MB, MRCP(E), MACD; John Kirk, MB, ChB, DDM, MACD; 
John G. Reid, MB, MRCP(E), MACD, St. Peters, Australia... 525 


Facial Irritation Due to Sunscreen Products 
John A. Parrish, MD; Madhu A. Pathak, MB, PhD; Thomas B. Fitzpatrick, MD, PhD, Boston .......... 525 


Congenital and Genetic Disorders Associated With Malignant and Nonmalignant Tumors 
EHE S. ud, MD. Bub DAMEN ea ot MAL Bol oor 525 


Epidermolysis Bullosa Hereditaria Letalis 
Marilyn A. Hruby, MD, Nancy B. Esterly, MD, SA er ee d Lob O a diea. he 527 


Low Molecular Weight Dextran Therapy 
Sture A. M. Johnson, MD, Diana D. Parnell, MD, Madisón, Wis ..........5 cies TOT MUNIRI 528 


Bullae Due to Pressure 
David A. Voron, MD, Arcadia, Calif |... PPP eee, S Po ee ee ACUTE EEUU | ee 528 


Reply to Dr. Voron 
Ga T. ERUBCR, MO, New VAN Luusuosoieve oic c tp Modica la EET LL. 528 


Society Transactions 


Chicago Dermatological Society LLL 533 
ICQ DéonselogiDQ sg: ne ee) etc RS E. 535 
i fe cucine uia aote oie E AE A ISS—— 536 
PSOE NONI Los [Rid EP e dp apre qpastabiri ce mto nct D Eon AS a ^s oc 538 
Lotus E RR S OUVE Neo, urP HUC CEN 543 


Index to Advertisers  . 





halfounce 
of prevention 


Use it to prevent a topical infection. Or to treat one that’s already started. 
In either case, it’s good medicine. Whether for lacerations, 
burns, open wounds, IV catheter or surgical aftercare. 
Neosporin® Ointment provides broad antibacterial coverage against common 
susceptible pathogens. And since it contains three antibiotics that are 
rarely used systemically, the risk of sensitization is reduced. 
Neosporin Ointment. A half-ounce of prevention. Also available in a 
full ounce of prevention and in convenient foil packets. 


Neosporin Ointment carried on Apollo and Skylab missions. 


Neosporin Ointment 


(polymyxin B-bacitracin-neomycin) 


Each gram contains: Aerosporin® brand Polymyxin B Sulfate 5,000 units; zinc bacitracin 400 units; 
neomycin sulfate 5 mg (equivalent to 3.5 mg neomycin base), special white petrolatum qs. 
In tubes of 1 oz and 1/2 oz and 1/32 oz (approx.) foil packets. 


INDICATIONS: Therapeutica!ly, used as an adjunct to appropriate systemic absorption of neomycin is possible. In burns where more than 20 percent of the 
therapy for topical infections, primary or secondary, due to susceptible organ- body surface is affected, especially if the patient has impairec renal function 
isms, as in: * infected burns. skin grafts, surgical incisions, otitis externa or is receiv ng other aminoglycoside antibiotics concurrently, not more than 
e primary pyodermas (impetigo, ecthyma, sycosis vulgaris, paronychia) e second- one application a day is recommended. 

arily infected dermatoses (eczema, herpes, and seborrheic dermatitis) PRECAUTIONS: As with other antibacterial preparatians, prolonged use may 


e traumatic lesions, inflamec or suppurating as a result of bacterial infection. result in overgrowth of nonsu ibl i i : 
_ Prophylactically, the ointment may be used to prevent bacterial contamination measures should pal rsdn E ree ee "pq 
in burns, skin grafts, incisions, and other clean lesions. For abrasions, minor cuts 


and wounds-accidentally incurred, its use may prevent the development of Articles in the current literature indicate an increase in the prevalence of persons 


infection and permit wound healing. A a 
> , allergic to neo ; 
CONTRAINDICATIONS: Not fc: use in the eyes or external ear canal if the eardrum Tel odo dee e e And HEROES tr ME PON 


EM Rot tho components. ^ individuals who have Complete literature available on request from Professional Services Dept. PML. 


WARNING: Because of the potential hazard of nephrotoxicity and ototoxicity 9 n Wellcome Co. 


ADVERSE REACTIONS: Neomycin is a not uncommon cutaneous sensitizer. 


due to neomycin, care shoulc be exercised when using this product in treating Research Triangle Park 
extensive burns, trophic ulceration and other extensive conditions where Wellcome / North Carolina 27709 


EDITORIAL BOARD 


Chief Editor 
John H. Epstein, MD 
450 Sutter Street 
San Francisco 94108 


Assistant Chief Editor 
Kimie Fukuyama, MD 
San Francisco 


Assistant Chief Editor 
Denny L. Tuffanelli, MD 
San Francisco 


Donald C. Abele, MD 


Augusta, Ga 
Harry L. Arnold, Jr., MD 
Honolulu 
Robert W. Goltz, MD 
Minneapolis 


Walter C. Lobitz, Jr., MD 
Portland, Ore 


Sigfrid A. Muller, MD 
Rochester, Minn 


W. Mitchell Sams, Jr., MD 
Denver 


John S. Strauss, MD 
Boston 


Morris Waisman, MD 
Tampa, Fla 


Gerald D. Weinstein, MD 
Miami 


James H. Sammons, MD 
Executive Vice-President 


Donald F. Foy, Director 
Management Services Division 


Robert A. Enlow 
Circulation Manager 


r ERPF r N T ee EEN ETET? 


Archives of Dermatology 


John T. Baker, General Sales Manager; 
Robert Corcoran, Eastern Sales Manager; 
Thomas F. Howe, Midwest Sales Manager; 
Fred Bauman, Richard M. Johnson, Eas- 
tern Sales Representatives; William J. 
Healy, Midwest Sales Representative; 
Thomas J. Carroll, West Coast/ Northern 
Sales Representative 


PUBLICATION STAFF 


Offices: 535 N Dearborn St 
Chicago, IL 60610 


Robert H. Moser, MD, Director 
Scientific Publications Division 


Hugh H. Hussey, MD, Consulting Editor 


Robert W. Mayo, Executive Managing Editor 


Norman D. Richey, Production Manager 


Assistant Managing Editor: Diana A. 
Morgan 


Copy Editing: Sandra Malanga (supervi- 
sor), Anne Luginbill 


Manuscript Records: Pamela Jones 
Art Director: Ralph L. Linnenburger 


Indexing: Phyllis McLaren (supervisor), 
Jane P. Mauldin, Helen F. Topel 


Proofreading: Lorraine L. Kruse (supervi- 
sor), Mary Ann Alioto, Verna Coffman, 
Esther Friedman, Yvette Gray, Madonna 
Niles, Dorothy Waier 


Art Production: Raymond Dorn (manager), 
Julia Bero, Gayle Daskalakis, Nancy L. 


Keyes, Paula Kolb, Leona Nelson, Olga 
Petti, JoAnne Weiskopf 


Production Supervisors: Marlene M. 
Hinsch (Assistant Production Manager), 
Thomas J. Handrigan (illustrations), 
James P. Bagniewski (Advertising), Frank 
Van Santen (Production Services) 


Senior Production Assistants: M. Kathleen 
Berka, Betty Frigerio, Florence Meyer, 
Deborah Weber 


Production Assistants: Linda Brown, 
Maureen Devine, Lucille Kuznicki, Shirley 
Latronica 


Please address communications concern- 
ing accepted or published communica- 
tions to: AMA Specialty Journals, 535 N 
Dearborn St, Chicago, IL 60610. 


Conditions for Acceptance of Color Illustrations 
lllustrations in full color are accepted for publication in 
ARCHIVES OF DERMATOLOGY if the editor believes that color 
will add significantly to the published manuscript. 

When color illustrations are accepted, the American Medical 
Association will pay part of the expense of reproduction and 
printing, the remainder to be borne by the author or the institution 
with which he is affiliated. After deducting AMA's contribution, 
the author's share is $275 for up to six square finished illustra- 
tions. Additional illustrations and special effects, such as outlin- 
ing, opaquing, or surprinting, will be billed to the author at 
cost. 

Color transparencies must be submitted for evaluation. Do not 
send color prints unless accompanied by original transparencies. 
If transparencies are mounted in frames or glass, the material 
should be carefully packed in gauze and sent with the manuscript 
in a separate container or between two pieces of presshoard. 


416 Arch Dermatol/Vol 111, April 1975 


Advertising and Subscription Information 


ADVERTISING OFFICES: 535 N Dearborn St, Chicago, IL 60610, Area 
Code 312, 751-6000; and 122 E 42nd St, New York 10017, Area Code 212- 
867-6640. 


ADVERTISING PRINCIPLES: Each advertisement in this issue has been 
reviewed and complies with the principles governing advertising in AMA 
scientific publications. A copy of these principles is available upon 
request. 


SUBSCRIPTION RATES: The yearly rate of the ARCHIVES OF DERMA- 
TOLOGY is as follows: United States and US Possessions, one year, $25; 
two years, $45; all other countries, one year, $35; two years, $65. Special 
yearly price to residents, interns and medical students in the United States 
and US Possessions, $10. 


CHANGE OF ADDRESS: Please notify the publisher at least six weeks in 
advance, including both old and new address, and a mailing label taken 
from the most recent copy. Include your new zip code number. 


THE ARCHIVES OF DERMATOLOGY is published monthly by the American 
Medical Association, 535 N Dearborn St, Chicago, IL 60610, and is an 
official publication of the Association. Second-class postage paid at 
Chicago and at additional mailing office. 


Some heads don’t need Selsun 


(SELENIUM SULFIDE LOTION) 








But when it comes to controlling dandruff, epa, and side effects: Keep out of 
eS ae : the eyes, burning or irritation may resu.t. 
there just isn a more effective treatment. Selsun — Avoid application to inflamed scalp or 
has decisively stood the test of time in wide- open lesions. Occasional sensitization 
spread usage throughout the world. Proven ai ^p a well. BN V 
a - } : ^ ontains: selenium su e, 2 70, W/V 
therapy for candruff and seborrheic dermatitis, ji amuebus disposi alaó cafe: 
Selsun has p-ovided dependable relief from bentonite, sodium alkyl aryl sulfonate, 
itching and scaling for over 23 years. sodium phosphate ( monobasic), 
va Es glyceryl monoricinoleate, citric 
Available or your prescription. acid, captan and perfume. 49249 


FE ffactive the warld aver for dandrnuft 


@ 





— EGYPT 


Selsun* 





Instructions for Authors 


Send manuscripts by first-class mail to the Chief Editor, John 
H. Epstein, MD, 450 Sutter St, Room 1306, San Francisco 94108. 
Manuscripts are received with the understanding that they are 
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dure(s) had been fully explained. 

O Authors whose “first” language is not English should arrange 
for their manuscripts to be written in idiomatic English prior to 
submission. 

O Provide an abstract (135-word maximum) of the article. 
The abstract should include statements of the problem, method of 
study, results, and conclusions. The abstract replaces the sum- 
mary. 

O List references in consecutive numerical order (not alphabet- 
ically). Once a reference is cited, all subsequent citations should be 
to the original number. All references must be cited in the text or 
tables. Unpublished data and personal communications should not 
be listed as references. References to journal articles should in- 
clude (1) author, (2) title, (3) journal name (as abbreviated in In- 
dex Medicus), (4) volume number, (5) inclusive page numbers, and 
(6) year, in that order. References to books should include (1) au- 
thor(s), (2) chapter title (if any), (3) editor (if any), (4) title of 
book, (5) eity of publication, (6) publisher, and (7) year. Volume and 
edition numbers, specific pages, and name of translator should be 
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the inflammatory manifestations of cortico- 
steroid-responsive dermatoses. VALISONE Re- 
duced Strength Cream is indicated for the relief 
of the inflammatory manifestations of cortico- 
steroid-responsive dermatoses VALISONE 
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junctive topical management to relieve the 
inflammatory manifestations of acute contact 
dermatitis. Contraindications: Topical steroids 
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and some viral diseases of the skin (varicella 
and vaccinia). Topical steroids are also con- 
traindicated in those patients with a history of 
hypersensitivity to any of the components of 
the preparations. VALISONE Aerosol is con- 
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Warnings: Keep the spray of VALISONE Aerosol 
away from eyes and other mucous membranes, 
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use of topical steroids for skin conditions in- 
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Age: The use of any drug during pregnancy and 
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pregnant patients, unless the condition requir- 
ing treatment warrants the risk. VALISONE 
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the efficacy of Retin-A in treating acne vulgaris* 


Of 372 patients (with grades I, |l, and Ill acne) in 16 
well-controlled double-blind studies, Retin-A Liquid 
and Saturated Swabs produced good to excellent 
responses in 72.8% and poor to fair responses in 
27.2%, with adverse reactions in less than 296. Of 85 
other patients (with grades Il and IIl acne) in 5 ran- 
domized double-blind studies, Retin-A Cream 0.1% 
produced good to excellent responses in 62.3% and 
poor to fair responses in 37.7%, with adverse 
reactions in only one patient.** 


when you get specific 
about acne vulgaris: 


Retin- 


BRAND e 


tretinoin 


by prescription only 









“Primarily grades I, Il and III in which comedones, papules and 
pustules predominate. It is not effective in most cases of severe 
pustular and deep cystic nodular varieties (acne conglobata). 

**Data on file in the Department of Clinical Research, Johnson & 
Johnson. 
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Unretouched photographs of patients on Retin-A brand tretinoin. 
See next page for prescribing information. 
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by prescription only 


Retin- 


brand 


tretinoin 
Saturated Swabs 0.05% 
Liquid 0.05% 

Cream 0.1% 


...and now to 
minimize troublesome erythema 


Retin-A 0.05% Cream 


RETIN-A Brand tretinoin is available in both liquid and cream vehicles. 
RETIN-A liquid contains tretinoin (all-trans retinoic acid; Vitamin A 
acid) 0.05% by weight, polyethylene glycol 400, butylated hydroxy- 
toluene, and alcohol 55%. RETIN-A cream contains tretinoin in either 
of two strengths, 0.1% or 0.05% by weight in a hydrophilic cream 
vehicle of stearic acid, isopropyl myristate, polyoxyl 40 stearate, stearvl 
alcohol, xanthan gum, sorbic acid and butylated hydroxytoluene 





Instruct patient to: 

e Wash face gently no more than 2 or 3 times daily. 
Pat face dry with towel (don't rub). 

€ Wait 15-20 minutes before applying RETIN-A. 
Avoid medicated cosmetics and lotions and perfume 
products that contain alcohol, spices, lime, etc. 

€ Use a mild soap and shampoo such as PURPOSE 
Brand Soap; PURPOSE Brand Shampoo. 

€ Avoid excessive exposure to extremes of climate 
(sun, wind, cold) since these tend to dry and burn 
the skin. 


General instructions for the patient: 

€ Avoid using the medication at the corners of the 
mouth, nose, eyes, or on other sensitive areas. 

€ Avoid using other topical acne preparations. They 
may interfere with the action of the medication. 

€ Excessive use of the product will not produce 
more rapid or better results — but may cause 
unnecessary irritation. 






Whenever a mild soap or shampoo is indicated: 
PURPOSE Brand Soap and PURPOSE Brand Shampoo 


Indications: RETIN-A Brand tretinoin is indicated for topical application in the 
treatment of acne vulgaris, primarily grades |, Il, and IIl in whch comedones, 
papules, and pustules predominate. It is not effective in most cases of severe 
pustular and deep cystic nodular varieties (acne c onglobata). 
Contraindications: Use of the product should be discontinued if hypersensi- 
tivity to any of the ingredients is noted. 

Warnings: RETIN-A should be kept away from the eyes, the mouth, angles 
of the nose, and mucous membranes. Topical use may induce severe local 
erythema and peeling at the site of application. If the degree of local irrita- 
tion warrants, patients should be directed to use the medication less fre- 
quently, discontinue use temporarily, or discontinue use altagether. Tretinoin 
has been reported to cause severe irritation on eczematous skin and should 
be used with utmost caution in patients with this condition. 

Precautions: Concomitant topical medication should be used with caution, 
because of possible interaction with tretinoin. Particular caution should be 
exercised in using preparations containing peeling agents (such as sulfur, 
resorcinol, benzoyl peroxide, or salicylic acid) with RETIN-A. It also is 
advisable to “rest” a patient's skin until the effects of peeling agents subside 
before use of RETIN-A is begun. Exposure to sunlight, including sunlamps, 
should be minimized during the use of RETIN-A and patients with sunburn 
should be advised not to use the product until fully recovered because of 
heightened susceptibility to sunlight as a result of the use of tretinoin. Patients 
who may be required to have considerable sun exposure due to occupation 
should exercise particular caution. Other weather extremes, such as wind and 
cold, also may be irritating to patients under treatment with tretinoin. 


Similar precautions are advisable with regard to the use of medicated or 
abrasive soaps and cleansers, soaps and cosmetics that have a strong drying 
effect, and products with high concentrations of alcohol, astringents, spices, 
or lime. If medication is applied excessivelv, no more rapid or better results 
will be obtained and marked redness, peeling, or discomfort may occur. 
Adverse Reactions: The skin of certain sensitive individuals may become 
excessively red, edematous, blistered, or crusted. If these effects occur, the 
medication should either be discontinued until the integrity of the sk n is 
restored or the medication should be adjusted to a level the patient can tol- 
erate. Temporary hyper- or hypopigmentation has been reported with repeated 
application of RETIN-A. Some individuals have been reported to hav2 
heightened susceptibility to sunlight while under treatment with RETIN-A. 

To date, all adverse effects of RETIN-A have been reversible upon discon- 
tinuation of therapy. (See Dosage and Administration section) 

Dosage and Administration: Cream: RETIN-A Brand tretinoin cream should 
be applied once a day, before retiring, to the skin where acne lesions appear, 
using enough to cover the entire affected area lightly. Swab: ‘One RETIN-A 
Brand tretinoin swab should be applied once a day, before retiring, to the 
skin where acne lesions appear, spreading the medication over the entire 
affected area. One swab supplies enough of the preparation to treat an area 
the size of the face. If other sites are treated, such as the back, additional 
swabs should be used. Liquid: RETIN-A Brand tretinoin liquid shoulc be 
applied once a day, before retiring, to the skin where ac ne lesions appear, 
using enough to cover the entire affected area lightly. The preparation may be 
applied using a fingertip, gauze pad, or cotton swab. If gauze or cotton is 
employed, care should be taken not to oversaturate it to the extent that the 
liquid would run into areas where treatment is not intended. 

Application may cause a transitory feeling of warmth or slight stinging. In 
cases where it has been necessary to temporarily discontinue therapy or to 
reduce the frequency of application, therapy may be resumed or frequency of 
application increased when the patients become able to tolerate the treatment. 
When it has been necessary to discontinue therapy with 0.1% cream tampo- 
rarily, patients may be better able to tolerate the 0.05% strength when therapy 
is resumed. It should be noted that just as some patients require less frequent 
applications or other dosage forms, others may respond betterto more frequent 
applications of tretinoin. Alterations of either vehicle, drug concentration, or 
dose frequency should be closely monitored by careful observations o: the 
clinical therapeutic response and skin tolerance. 

During the early weeks of therapy, an apparent exacerbation of inflammatory 
lesions may occur. This is due to the action of the medication on dee», pre- 
viously unseen lesions and should not be considered a reason to discontinue 
therapy. Therapeutic results should be noticed after two or three weeks, but 
more than six weeks of therapy may be required before definite beneticial 
effects are seen. Once the acne lesions have responded satisfactorily, it may 
be possible to maintain the improvement with less frequent applications, or 
other dosage forms. 

Patients treated with RETIN-A may use cosmetics, but the areas to be treated 
should be cleansed thoroughly before the medication is applied. 

How Supplied: RETIN-A Brand tretinoin is supplied as: 

1) Foil-covered swabs saturated with 0.05% strength liquid, in boxes of 30. 
2) Amber bottles containing 28 ml. of 0.05% strength liquid. 

3) 20-gram tubes containing a tretinoin cream in either of two strengths, 

0.1% or 0.05%. 
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Exsel Lotion 


(selenium sulfide 2.5%) 


Division o! 
Allergan Pharmaceuticals 
Irvine, California 92664 


H G. S. Herbert Laboratories 


‘Appraisal of Efficacy cf Antidandruff 
Formulations, Albert M. Kligman, M.D., 
Ph.D., Richard R. Marples, B.M., M.Sc., 
M.R.C. Pathol.. Larry F. Lantis, M.D., and 
Kenneth J. McGinley, .. Soc. Cosmet. 
Chem., 25, 73-91 (February 1974). 


*This category included the number of 


mentions for each ‘desirable’ or "undesirable" 


effect, therefore, they total more than 35. 


We couldnt 
leave well enough 
alone. 








Recent studies verify the efficacy of 2.5% selenium 
sulfide shampoos! but the only product available until 
now left something to be desired: cosmetic accept- 
ability.In fact, nearly half the physicians we interviewed 
indicated they didnt use it for that reason. 

So we developed Exsel®And in clinical testing it's 
been proven equally effective and cosmetically supe- 
rior to the other 2.5% selenium sulfide lotion. Asked to 
compare the specific characteristics of the two prod- 
ucts, test subjects responded: 


“Exsel lathers better" 


Lathering ability Excellent Good Fair Poor 
Exsel® 8 2] 4 2 


Other Lotion 1 19 14 4 


“Exsel smells better" 











Odor Acceptable Undesirable 
Exsel® 23 12 
Other Lotion To 20 
åk - J 

Hair feels better 
Overall appearance and feel of hair after shampooing* 

Acceptable Undesirable 

Exsel? 54 42 
Other Lotion 39 56 


DESCRIPTION: Contains: selenium sulfide 2.5% with: disodium edetate; bentonite. 
sodium linear alkylate sulfonate; alphaolefin sulfonate; glyceryl monoricinoleate. 
silicone; titanium dioxide; citric acid monohydrate; sodium phosphate mono- 
basic, monohydrate; perfume and purified water. INDICATIONS: Selenium 
sulfide is indicated in the treatment of seborrheic dermatitis of the scalp. 
including dandruff. CONTRAINDICATIONS: The product should not be usec 
by patients allergic to any of its components. WARNINGS: Safety for use in 
infants has not been established. PRECAUTIONS: 1. Chemical conjunctivitis 
may result if this preparation enters the eyes. 2.The product should be used 
with caution when acute inflammation or exudation is present as an increase 
in absorption may occur. ADVERSE REACTIONS: 1. Hair loss has been reportec 
with the use of the product. 2. Discoloration of the hair may follow the use of 
selenium sulfide. This can be minimized by careful rinsing of the hair after 
treatment. 3. Oiliness of the hair and scalp may increase following the use of 
this product. ACCIDENTAL ORAL INGESTION: Selenium sulfide is highly toxic if 
ingested. Nausea and vomiting usually occur after oral ingestion. Treatment is tc 
induce vomiting or if necessary perform gastric lavage, together with genera! 
supportive measures as required. Administer a purgative to hasten elimination. 
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In the April PRISM: 


an in-depth look at some new 





and old concerns to medicine 


PRISM 


Carol Brierly e 


Marvin C. Korengold, M.D. e 


Joel Posner, M.D. * 


Ellen Hartley e 


FOR-PROFIT HOSPITALS: 
CAN THEY REALLY WORK TOGETHER 
WITH THE MONEY BOYS? 


While Big Business is bringing much-needed 
capital and improved management techniques to 
investor-owned hospitals, its profit approach 
raises questions of real concern to physicians: 
When dollars come first, will quality of care 
suffer? Will profit-minded management interfere 
in medical affairs? 


HOW--AND WHY--WE STARTED A PSRO 


What motivated some Washington, D.C., physicians 
to form a PSRO even before the federal legislation 
was passed? What were their colleagues’ reactions? 
What problems were encountered? Why is the 
author glad they took the initiative when they did? 


THEY'RE AFTER THE KILLERS 
ON JUSSI'S PLATE 


Why does a poor rural region in Finland have 
one of the world's highest rates of cardio- 
vascular deaths? What steps are community 
health specialists taking to reduce the rate? Why 
will their success or failure perhaps have 
implications far beyond Finland's borders? 


QUALITY CARE FOR PRISON PATIENTS 


Since health care in most U.S. prisons and jails 

is inadequate, how did Miami, Florida, break 
away from this dreary national pattern to set 

up a progressive and sophisticated new program? 
What were the elements that contributed to the 
dramatic improvement in health care? 


[> | ef In) ..Interprets the Challenges of Medical Change 
L h 4 


Your patients on long term acne 
-herapy need safe but powerful 
<omed HC. The first tapical steroid, 
Yydrocortisone remains the 
jreferred high-potency means of 
reducing the inflammation 
associated with.acne vulgaris. And 
at the same time, Komed HC keeps 
the skin dry and desquamating even 
after many months of treatment. It 
lessens the coneern of steroid skin 
damage when you prescribe 

Komed HC. 


Both Komed HC and regular Komed 
have the patented, tramsparent 
Micel-A™ base. It actually breaks 
down oils to hod Komad’s 
medication on the skin. Neither one 
contains elemental suFur. And 


because Komed dries rapidly to an 
invisible film it may be worn unseen 
by itself or used under concealing 
cosmetics. 


Recommend Komed to your patients 
as the effective acne lotion to use 
whenever it’s needed. Prescribe 
Komed HC when anti-inflammatory 
action is indicated in year-round 
programs of regular treatment. 
Samples and literature are 


j y y - appear during therapy, appropriate 
available on your request. measures should be taken. The 
wwe m anti-inflammatory action of 
F4 hydrocortisone may mask the 




























Contains: Hydrocortisone acetate 0.576, sodium 
thiosulfate 8%, salicylic acid 2%, isopropyl 
alcohol 25%, menthol, camphor, colloidal 
alumina, disodium edetate, purified water. 
Warning: Although there have been no reports 
of topical steroids having adverse effects on 
pregnant patients, the safety of their use has 
not been established. Therefore, they should 
not be used extensively in large amounts, or 
for prolonged periods of time during pregnancy. 
Contraindications: Contraindicated for 
herpes simplex, chicken pox, smallpox, 
tuberculous ulcers, and fungal infections. 
Precautions: lf signs of irritation or 
sensitivity develop, discontinue use. 
If infections due to bacteria or fungi 


presence of infection. Do not use on 


~ A or about the eyes. Caution: U.S. 

z © Federal law prohibits dispensing 

m z without prescription. Supply: 2 fl. oz 
Barnes-Hind Laboratories m m plastic squeeze bottle. 
Division ot | o cC Regular Komed is available 
Barnes-Hind Pharmaceuticals, Inc. Aw without prescription. 
895 Kifer Rd., Sunnyvale, CA 94086 o = 

=f) 


Komed HC (hydrocortisone ) lotion. 
For month after month after month acne treatment. 





The only 


KOMEX 
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With Komex, youngsters 
feel the abradant particles 
work, then completely dis- 
solve after they are through 
working. These patented 
dissolving Scrubules™ 
solve the discomforting 
problems of over-scrub 
associated with non- 
dissolving abradant 
cleansers. 


After scrubbing, young 
patients feel fresh and 
clean. No particles remain 
in hair or under finger- 
nails. They like Komex with 
dissolving Scrubules, 

and want to keep using it. 


As Komex dissolves, it 


i 
3 





also conditions the skin to 
prevent dry, flaking 
conditions. It is a highly 
effective scrub cleanser 
for acne and oilv skin 


Economical Komex comes 
in a convenient non- 
breakable tube. Write us 
for a free supply and zry it 
yourself. You'll feel how 

it leaves your skin clean, 
soft, smooth, Then recom- 
mend that your patients 
get the Komex feeling. 


3 


Barnes-Hind Laboratories 

Division of 

Barnes-Hind Pharmaceuticals, Inc. 
895 Kifer Rd., Sunnyvale, CA 94086 


ELEGANT 
ZONA 


A little TOPSYN Gel 
goes a long way to stop the 


itch and inflammation of 
all corticosteroid-responsive 
dermatoses. 
There’s no alcohol, no rapid 
evaporation — the TOPSYN base stays 
smooth and easy-spreading. 


"EEG Eds 
(HL UOCINONIDEI 


A CLEAR DIFFERENCE IN 
TOPICAL THERAPY 


Syntex Laboratories, Inc. 
Palo Alto. California 94304 











Classic therap 


To effectively help control 
dandruff, remove excess oil, 
and stop itching. 
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Therapeutic Shampoo 
Cream Therapeutic Shampoo 


For full prescribina information. canat uanr P YR 
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or the tougl 
problems 


A highly effective tar 
shampoo to combat stubborn, 
resistant scalp problems. 


ebutone: 


Antiseborrhsic Tar Shampoo 
Cream Therapeutic Tar Shampoo 


NO C i i s — 





51.9" 


PHARMACUTICALS INC. 
Buffalo, New York 14213 
In Canada. Belleville. Ontario K8N 1E2 
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under- 
lying 
cause 
of some 
conditions that 
start as "dry skin" 





Among its other furctions, vitamin A 
is important in mamtenance of epi- 
thelial structures"? and deficiency of 
this vitamin may cause certain skin 
conditions that becin with dryness, 
roughness, and itching of the skin of 
the whele body. Lesions may begin 
on the thighs and upper forearms 
and spread! “HistoDgic examination 
shows hyperplasia and hyperkera- 
tinization of the related epithelium 
aroundthe hair follicles, together with 
metaplastic changes of the sweat 
ductsand degeneration of the glands, 
accounting for the dryness of the 
skin’* As might be expected, such 
skin lesions associBted with vitamin 
A deficiency will respond to therapy 
with this vitamin? ° 


"When given 50,0CO units of absorb- 
able vitamin A per day, the patient's 
skin becomes soft and moist in 2 
weeks. .exfoliation ef the papules and 
extrusion of the hyperkeratotic plugs 
occurs occasionally in a month, and 
a cure is complete n 2 or 3 months." 


Long-term administration of massive 
doses, however, must be warned 
against since this is potentially toxic? 


When hyperkeratotic skin conditions, 
eczemas, and excessively dry skin 
are due to vitamin A deficiency, 
AQUASOL A provides vitamin A, wa- 
ter solubilized by a special process” 
to afford better absorption and utiliza- 
tion than oily vitamin preparations. 
AQUASOL A is especially valuable 
in patients in whom the absorption or 
utilization of fats and fat-soluble vita- 
mins may be impaired. 


1. Goodhart, R.S., in Modern Nutrition in Health and 
Disease (Wohl, M. G. and Goodhart, R.S., eds.), ed. 4, 
Philadelphia, Lea & Febiger, 1968, pp. 222-223. 


2. Council on Foods and Nutrition: Roels, O. A.: JAMA 
214:1097, 1970. 


3. Krehl, W. A., in Modern Nutrition in Health and Dis- 
ease (Wohl, M. G. and Goodhart, R. S., eds.), ed. 4, 
Philadelphia, Lea & Febiger, 1968, p. 964. 


*Oil-soluble vitamin A water solubilized with sorethytan 
oleate; covered by U.S. Patent No. 2,417,299. 


Aquasol A 


(water-miscible vitamin A) 


PHARMACEUTICALS 


USV PHARMACEUTICAL CORP. 
Tuckahoe, N.Y. 10707 


AQUASOL A CAPSULES 
(water-miscible vitamin A) 

25,000 |.U. (7.5 mg.) 

50,000 I.U. (15 mg.) 


Indication: Vitamin A deficiency. Contrain- 
dications: Hypervitaminosis A, hypersen- 
sitivity. Warnings: Avcid overdosage. Safety 
of amounts exceeding 6,000 1.U. daily dur- 
ing pregnancy has not been established. In 
reproduction studies of several animal spe- 
cies, fetal abnormalities have -been dem- 
onstrated following overdosage. Precau- 
tions: Prolonged use of mor» than 25,000 
I.U. daily should be carefully supervised. 
Women on oral contraceptives have shown 
a significant increase in plasma vitamin A 
levels. Adverse Reactions: Usually associ- 
ated with overdosage (Hypervitaminosis A 
syndrome) —fatigue, malaise. lethargy, ab- 
dominal discomfort. anorexia, vomiting: 
slow growth, hard tender cortical thickening 
over radius and tibia, migratory arthralgia, 
premature closure oí epiphysis; fissures of 
lips, drying and cracking of skin, alopecia, 
scaling, massive desquamatton, increased 
pigmentation; hypomenor'hea, hepato- 
splenomegaly, jaundice, leukopenia, vita- 
min A plasma level in-excess of 1200 I.U./ 
100 cc. See PDR for dosage and other 
prescribing information. How Supplied: 
50,000 |.U./capsule, bottles of 100 and 
500; 25,000 I.U /capsule, battles of 100. 
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Psoriasis Keratosis 


GELy @ 


helps remove 
thickened stratum 
corneum and enhances 
other therapy! 


Easy-to-use Keralyt* effectively and safely 
removes thickened keratin. Simply hydrate 
affected area and apply Keralyt gel, using occlusive 
dressing overnight for optimum results. Keralyt's 
efficacy is an important "first step” when steroids, 
tar and other therapy are necessary. 


Ichthyosis 


GEL , @ 


6% salicylic acid ina gel containing 
propylene glycol (60%) and ethyl 
alcohol (19.4%), hydroxypropyl 
cellulose and water. 





Keralyt* 


NDC-0072-6500-0 |! 


CONTENTS: 656 salicylic acid in a gel 
containing propy ene glycol (6096), 
ethyl alcohol (19.476), hydroxypropy! 
cellulose and water. 


ACTION AND USES: 


For Dermatological Use Keralyt is a 
topical aid in the 'emova of excessive 
keratin in hyperkeratotic skin disorders, 
including the various ich hyoses 

( vulgaris, sex-linked anc lamellar), 
keratosis palmaris and peantaris, 
keratosis pilaris, Dityriasss rubra 

pilaris, psoriasis including body, scalp, 
and palms and seles). Keralyt has been 
reported as helpful as a@unctive 
therapy for fungel infections. 


For Podiatric Use: Keralyt is a topical 
aid in the removel of excessive keratin 
in dorsal anc plaatar hyperkeratotic 
lesions. Keralyt Fas beer reported as 
helpful as adjuncive the-apy for 
verruca plantaris. 


DIRECTIONS FOR USE The prefer- 
able method of use is toapply 
thoroughly to the affected area and 
place under occlusion at night. The 
skin should be hydrated for at least 
five minutes prior to application. The 

\ medication is washed of in the 
morning, and if excessive drying 
and/or irritation 's observed, a bland 
cream or lotion may be applied. Once 
clearing is apparent, the-occasional use 
of Keralyt will usually maintain the 
remission. In these areas where occlu- 
sion is difficult o impossible, applica- 
tion may be made morefrequently, 
and hydration by wet packs or baths 
prior to application apperently 
enhances the effect. UnEss hands 
are being treatec, rinse aands 
thoroughly following apolication. 
CONTRAINDICATION& Not to be 
used in patients known o be sensitive 
to any ingredien: of Keralyt. 
PRECAUTIONS |n view of the salicylic 
acid content, use in children under 
12 years of age should be limited to 
no more than ore tube : 1 oz.) in 
24 hours. Avoid contact with eyes and 
mucous membranes. Fer external use 
only. Keep this end all medications 
out of reach of caildren. 
HOW SUPPLIED: Plast« tubes 1 oz. 
(24.8 am.) 
CAUTION: Federal law prohibits 
dispensing without prescription. 


WESTWOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
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removes the hex 
from skin cleansing 


d-SEB gives you the pros of previous skin cleansers— 
without the con, hexachlorophene. 


d-SEB combines excellent detergent properties with 
broad spectrum antimicrobial activity—for cleansing 
of excessive skin oils or to aid in control of acne and 
pimples. 


d-SEB is the only concentrated antiseptic neutral 
(pH 7) gel skin cleanser. d-SEB contains a blend of 
two synthetic detergents, 2% para-chlorometa- 
xylenol (PCMX), and sandalwood fragrance. 


The result is a dual action cleanser that dissolves and 
emulsifies skin oils and sebum while providing help- 
ful antisepsis and eliminating irritation, redness, and 
dryness. 


The rich lather and effective cleansing action help 
unplug pores and comedos; and the pleasant 
fragrance and a-little-bit-goes-a-long-way economy 
promote continued use. 





FLOW PHARMACEUTICALS, INC. 
PALO ALTO, CALIFORNIA 94303 
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It's plainto seethat you need more than 
an ordinary tepical steroid to clear a 
dermatitis infected with fungi or bacteria. 

Vioform-Hydrocortisone, with its four- 
way action, provides the kind of comprehen- 
sive therapy many common dermatoses* 
require. 


*This drug has been evaluated as possibly effective for these indica- 
tions. See brief preseribing in>rmation. 


Vioform-Hydrocertisone 
(iodochlorhyeroxyquin and hydrocortisone) 


INDICATIONS : 

Based on a review of this dug by the National Academy of 
Sciences-Natione Researcm Council and/or other information, 
FDA has classified the indications as follows: 
"Possibly'"effec- ve: Contact or atopic dermatitis; impetigi- 
nized eczema; n mmular eczema; infantile eczema; endog- 
enous chronic inssctious dermatitis; stasis dermatitis; . 
pyoderma; nuchal ec-zema-and chronic eczematoid otitis 
externa; acne urt.cata; locelized or disseminated neuro- 
dermatitis; lichea simplex chronicus; anogenital pruritus 
(vulvae, scroti, ami); follicuitis; bacterial dermatoses; my- 
cotic dermatosessuch as t nea (capitis, cruris, corporis, 
pedis); moniliasi ; intertrigo. 

Final classiticatian of the less-than-effective indications 
requires further vestigation. 


CONTRAINDICATIONS 


Hypersensitivity to \.oferm-Hsdrocortisone, or any of its ingredients 


or related compounes; lesionsof the eye; tuberculosis of the skin; 
most viral skin lesioms (inclucng herpes simplex, vaccinia, and 
varicella). 

WARNINGS 

This product is not for cphthaamic use. 

In the presence of swstemic ir-ections, appropriate systemic anti- 
biotics should be us d. 

Usage in Pregnancy 

Although topical ste-oids have not been re- 
ported to have-an aczerse effect on preg- 
nancy, the safety of heir use m pregnant fe- 
males has not been established. Therefore, 
they should nat be usec extensively on preg- 
nant patients in large amounts or for pro- 
longed periods of time. 





the bare 
facts... 





PRECAUTIONS 

May prove irritating to sensitized skin in rare cases. If this occurs, 
discontinue therapy. May stain. 

If used under occlusive dressings or for a prolonged period, watch 
for signs of pituitary-adrenal axis suppression. 

May interfere with thyroid function tests. Wait at least one month 
after discontinuance of therapy before performing these tests. The 
ferric chloride test for phenylketonuria (PKU) can yield a false- 
positive result if Vioform is present in the diaper or urine. Í 
Prolonged use may result in overgrowth of nonsusceptible organisms 
requiring appropriate therapy. 

ADVERSE REACTIONS 

Few reports include: Hypersensitivity, local purn irritation, 
pruritus. Discontinue if untoward reaction occurs. es topical 
corticosteroids may cause striae at site of application when used 
for long periods in intertriginous areas. 

DOSAGE 

Apply a thin layer to affected areas 3 or 4 times daily. 

HOW SUPPLIED 

Cream, 396 iodochlorhydroxyquin and 196 hydrocortisone in a 
water-washable base containing stearyl alcohol, cetyl alcohol, 
stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 
water; tubes of 5 and 20 Gm. Ointment, 3% iodochlorhydroxyquin 
and 196 hydrocortisone in a petrolatum base; tubes of 5 and 20 Gm. 
Lotion, 395 iodochlorhydroxyquin and 196 hydrocortisone in a water- 
washable base containing stearic acid, cetyl alcohol, lanolin, pro- 
pylene glycol, sorbitan trioleate, polysorbate 60, triethanolamine, 
methylparaben, propylparaben, and perfume Flora in water; plastic 
squeeze bottles of 15 ml. Mild Cream, 396 iodochlorhydroxyquin 
and 0.5% hydrocortisone in a water-washable base containing 
steary! alcohol, cetyl alcohol, stearic acid, petrolatum, sodium 
lauryl sulfate, and glycerin in water; tubes of 4% and 1 ounce. Mild 
Ointment, 3% iodochlorhydroxyquin and 0.5% hydrocortisone ina 
petrolatum base; tubes of ¥% and 1 ounce. 


Consult complete product literature before prescribing. 


CIBA Pharmaceutical Company . 
Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07901 2/4932 17 
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Hydrocortison 


iodochlorhydroxyquin 
and hydrocortisone) 


Another fact... = 
the most widely ; 
prescribed form... 


20 Gm cream 











help skin 
Keep in - 
touch with 
moisture... 


Alpha Keri’s microfine particles 
disperse evenly throughout bath 

water and form an invisible cloak to 
help lock in moisture. Alpha Keri 
helps skin feel soft, smooth and 
supple. Between baths, Keri Lotion. 
provides additional relief to troubled 
dry spots. 


Alpha Keri/Keri Lotion 


therapeutic bath oil skin lubricant-moisturizer 
4, 8, and 16 oz. 6.5 and 13 oz. 
shatterproof plastic bottles bottles 





lets dry skin feel moisture 
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Buffalo, New York 14213 
In Canada, Belleville, Ontario KBN1E2 
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griseotulvin (microsize 


finds it 


BRIEF SUMMARY 
(For full prescribing information, 
see package circular.) 


Indications: Griseofulvin is indicated 
for the treatment of ringworm infec- 
tions of the skin, hair, and nails, namely: 
Tinea corporis, Tinea pedis, Tinea 
cruris, Tinea barbae, Tinea capitis, Tinea 
unguium (Onychomycosis) when caused by 
one or more of the following genera of fungi: 
Trichophyton rubrum, T. tonsurans, T. men. 
tagrophytes, T. interdigitalis, T. verrucosum, 
T. megnini, T. gallinae, T. crateriform, T. sul. 
phureum, T. schoenleini, MicroSporum 
audouini, M. canis, M. gypseum, Epidermo- 
phyton floccosum. 

NOTE: Prior to therapy, the type of fungi 
responsible for the infection should be 
identified. 

The use of this drug is not justified in minor or 
trivial infections which wil! respond to topical 
agents alone. 

Griseofulvin is not effective in the following: 
Bacterial infections, candidiasis (moniliasis), 
histoplasmosis, actinomycosis, sporotricho- 
Sis, chromoblastomycosis, coccidioidomyco- 
sis, North American blastomycosis, 
cryptococcosis (torulosis), Tinea versicolor, 
nocardiosis. 

Contraindicatigns: Thisdrugis contraindicated 
in patients with porphyria, hepatocellular fail- 
ure, and in individuals with a history of hyper- 
sensitivity to griseofulvin. 

Warnings: Prophylactic Usage—Safety and 
efficacy of griseofulvin for prophylaxis of 
fungal infections has not been established. 
Animal Toxicology —Chronic feeding of 
griseofulvin, at levels ranging from 0.5-2.5% 
of the diet, resulted in the development of 
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liver tumors in "A 
several strains of € 
mice, particularly in 
males. Smaller particle 
sizes result in an enhanced 
effect. Lower oral dosage levels have 
not been tested. Subcutaneous adminis- 
tration of relatively small doses of griseo- 
fulvin, once a week, during the first 
three weeks of life has also been re- 
ported to induce hepatomata in mice. 
Although studies in ‘other animal Species 
have not yielded evidence of tumoro- 
genicity, these studies were not of adequate 
design to form a basis for conclusions in this 
regard. 

In subacute toxicity studies, Orally adminis- 
tered griseofulvin produced hepatocellular 
necrosis in Mice, but this has not been Seen 
in other species. Disturbances jn porphyrin 
metabolism have been reported in griseofulvin- 
treated laboratory animal§, Griseofulvin has 
been reported to have a cdlchicine-like effect 
on mitosis and cocarcinogenicity with methyl- 
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ISACTIN 500 


Tablets 


cholanthrene in cutaneous tumor induction in 
laboratory animals. 

Usage in Pregnancy—The safety of this drug 
during pregnancy has not been established. 
Animal Reproduction Studies —it has been 
reported in the literature that griseofulvin was 
found to be embryotoxic and teratogenic on 
oral administration to pregnant rats. Pups with 
abnormalities have been reported in the litters 
of a few bitches treated with gr:seofulvin. Ad- 
ditional animal reproduction studies are in 
progress. 

Suppression of spermatogenesis has been re- 
ported to occur in rats, but investigation in 
man failed to confirm this. 

Precautions: Patients on prolonged therapy 
with any potent medication should be under 
close observation. Periodic monitoring of 





runs deep... 


In stubborn timeas — as, for example, in onychomycosis — GRISACTIN 500 [griseofulvin 
(microsize]] penetrates nto the fungi-harboring keratin where a topical fungistatic cannot reach. 
Gradually,as this griseefulvin-impregnated band is propelled outward, the infected tissues are 
replaced with rormal keratin...a clinical cure being considered complete when the replaced keratin 
is entirely nd oPviable fungi. GRISACTIN 500 is a potent fungistatic agent with systemic action... 
microsizec crysals afford an increased surface area for maximal gastrointestinal absorption. 


in stubborn tineas of the skin, hair, and nails 


Artist's conception of a lateral section 
of fingernail with inset showing Trichophyton (Purpureum) Rubrum. 
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_ occasionally arora thrush, nausea, vomiting, 

ee distress, diarrhea, headache, fa- 
izziness, insomnia, mental confusion, 

and” impairment of performance of routine 

PE & activities. 

; Proteinuriaand leukopenia have been reported - au 
9... organ 'SyS- rarely. Administration of the drug should be 
A tem function, discontinued if granulocytopenia occurs. 
abo Une. ione renal, When rare, serious reactions occur with griseo- P 

nd hem- fulvin, they are usually associated witi IBD PTT. 
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pases long periods of therapy, or 
age and Administration: Accurate dia nosis 
the infecting organism is essential. ica- . 
be eo must be continued until theinfectingorgaes 
SM: 1 is completely eradicated as indi TEN 
; or ‘opriate clinical or laboratory exa | 
eneral measures in regard to hygiene heute 
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PUBLISHED TO CORRECT A PREVIOUS 
PROMOTIONAL CAMPAIGN WHICH THE FOOD AND 
DRUG ADMINISTRATION CONSIDERS MISLEADING 





DISCOVER 





MINOCYCLINE HCI 





THE FOLLOWING PAGE PRESENTS IMPORTANT INFORMATION WHICH THE 
F.D.A. BELIEVES WAS NOT FAIRLY CONVEYED BY THE “DISCOVER MINOCIN" 
PROMOTIONAL CAMPAIGN. 


MINOCIN IS A TETRACYCLINE WITH GENERALLY 
THE SAME SPECTRUM AND LIMITATIONS AS 
TETRACYCLINE HCI. 





DISCOVER 


microbeal specFicity ina 
wide renge of eommon 
infections due to susceptible 
pathogens 





against microo-ganisms 
of venereal cisease 





ina wide range »f hospital 
infection: due tosusceptible 
oathogens 





in a wide "ange o respiratory 
infections due to 
susceotible pathogens 


NO 


ohctosensitivity 
reported to date 





MINOCIN PROMOTION SPOTLIGHTED TABLES OF TISSUE PENE- 
TRATION DATA AND INITIAL CLINICAL TRIAL DATA. THE F.D.A. 
REGARDS THESE DATA AS DIRECT CLAIMS OF EFFECTIVENESS 
FOR SPECIFIC SITE INFECTIONS. 


WHILE TISSUE PENETRATION IS CONSIDERED 
ESSENTIAL TO THERAPEUTIC EFFICACY, AND 
WHILE INITIAL CLINICAL TRIALS DEALT WITH 
NUMEROUS SPECIFIC SITE INFECTIONS, SUCH 
DATA AS PRESENTED IN THE MINOCIN PROMO- 
TION ARE INADEQUATE TO SUPPORT CLAIMS OF 
DISEASE SPECIFICITY. 


VENEREAL DISEASE WAS A FEATURED THEME OF MINOCIN 
PROMOTION. 


INJECTABLE BENZATHINE PENICILLIN G IS THE 
DRUG OF CHOICE FOR SYPHILIS. INJECTABLE 
PROCAINE PENICILLIN G IS THE DRUG OF CHOICE 
FOR GONORRHEA. 


"HOSPITAL INFECTIONS DUE TO SUSCEPTIBLE PATHOGENS” WAS 
ANOTHER FEATURED THEME. 


ALTHOUGH MINOCIN SHOWS MODERATE IN VITRO 
ACTIVITY AGAINST CERTAIN STRAINS OF STAPHY- 
LOCOCCI RESISTANT TO TETRACYCLINE HCI, 
NEITHER MINOCIN NOR ANY OTHER TETRACYCLINE 
EAT. OF CHOICE FOR STAPHYLOCOCCAL 


MINOCIN WAS PROMOTED FOR UPPER RESPIRATORY 
INFECTIONS. 


NEITHER MINOCIN NOR ANY OTHER ANTIBIOTIC 

IS INDICATED FOR VIRAL UPPER RESPIRATORY 
INFECTIONS. IN ADDITION, NEITHER MINOCIN NOR 
ANY OTHER TETRACYCLINE IS RECOMMENDED 
FOR PROPHYLAXIS OF RHEUMATIC FEVER FOL- 
LOWING STREPTOCOCCAL INFECTIONS. 


THE MINOCIN PROMOTIONAL CAMPAIGN EMPHASIZED THAT ONE 
TETRACYCLINE SIDE EFFECT HAD NOT BEEN REPORTED WITH 
MINOCIN. 


UNLIKE OTHER TETRACYCLINES, CNS SIDE EF- 
FECTS INCLUDING LIGHTHEADEDNESS, DIZZI- 
NESS, OR VERTIGO HAVE BEEN REPORTED WITH 
MINOCIN. PATIENTS WHO EXPERIENCE THESE 
SYMPTOMS SHOULD BE CAUTIONED ABOUT DRIV- 
ING VEHICLES OR USING HAZARDOUS MACHINERY 
WHILE ON MINOCYCLINE THERAPY. 


THIS PROMOTIONAL CAMPAIGN HAS BEEN DISCONTINUED BY 
DIRECTION OF THE FOOD AND DRUG ADMINISTRATION. 











MINOCIN: Minocycline Hydrochloride 


Oral and Intravenous 


DESCRIPTION: MINOCIN minocycline hydrochloride 
Is a semi-synthetic derivative of tetracycline, 7- 
dimethylamino-6-deoxy-6-demethyltetracycline 
hydrochloride. 

Intravenous: Each vial. dried by cryodesiccation, 

contains sterile Minocycline Hydrochloride equivalent 
to 100 mg. Minocycline. When reconstituted with 5 CC. 
of Sterile Water For Injection the pH ranges from 2.0 
to 2.8. 
ACTIONS: Microbiology. The tetracyclines are pri- 
marily bacteriostatic and are thought to exert their 
antimicrobial effect by the inhibition of protein synthe- 
sis. Minocycline HCI is a tetracycline with antibacterial 
activity comparable to other tetracyclines with activity 
against a wide range of gram-negative and gram-posi- 
tive organisms. 

Tube dilution testing: Microorganisms may be con- 
sidered susceptible (likely to respond to minocycline 
therapy) if the minimum inhibitory concentration 
(M.I.C.) is not more than 4.0 mcg./ml Microorganisms 
may be considered intermediate (harboring partial 
resistance) if the M.I.C. is 4.0 to 125 mcg./ml. and 
resistant (not likely to respond to minocycline therapy) 
If the M.I.C. is greater than 12. 5 mcg./ml. 

Susceptibility plate testing: If the Kirby-Bauer 
method of susceptibility testing (using a 30 mcg. tetra- 
cycline disc) gives a zone of 18 mm. or greater, the 
bacterial strain is considered to be susceptible to any 
tetracycline. Minocycline shows moderate in vitro 
activity against certain strains of staphylococci which 
have been found resistant to other tetracyclines. For 
such strains minocycline susceptibility powder may be 
used for additional susceptibility testing. 
INDICATIONS: MINOCIN minocycline HCl is indicated 
in infections caused by the following microorganisms: 

Rickettsiae: (Rocky Mountain spotted fever, typhus 

fever and the typhus group. Q fever, rickettsialpox, 

tick fevers.) 

Mycoplasma pneumoniae (PPLO, Eaton agent). 

Agents of psittacosis and ornithosis Agents of lym- 

phogranuloma venereum and granuloma inguinale. 

The spirochetal agent of relapsing fever (Borrelia 

recurrentis). The following gram-negative micro- 

organisms: 

Haemophilus ducreyi (chancroid), Pasteurella pestis 

and Pasteurella tularensis, Bartonella bacillitormis, 

Bacteroides species, Vibrio comma and Vibrio fetus, 

Brucella species (in conjunction with streptomycin) 

Because many strains of the following groups of 
microorganisms have been shown to be resistant to 
tetracyclines, culture and susceptibility testing are 
recommended. 

MINOCIN minocycline HCl is indicated for treatment 
of infections caused by the following gram-negative 
microorganisms, when bacteriologic testing indicates 
appropriate susceptibility to the drug: 

Escherichia coli, Enterobacter aerogenes (formerly 

Aerobacter aerogenes), Shigella species. Mima spe- 

cies and Herellea species, Haemophilus influenzae 

(respiratory infections), Klebsiella species (respira- 

tory and urinary infections). 

MINOCIN is indicated for treatment of infections 

Caused by the following gram-positive microorganisms 
when bacteriologic testing indicates appropriate sus- 
ceptibility to the drug: 
Streptococcus species: Up to 44 percent of strains of 
Streptococcus pyogenes and 74 percent of Strepto- 
coccus faecalis have been found to be resistant to 
tetracycline drugs. Therefore, tetracyclines should not 
be used for streptococcal disease unless the organism 
has been demonstrated to be sensitive 

For upper respiratory infections due to group A 
beta-hemolytic streptococci, penicillin is the usual 
drug of choice. including prophylaxis of rheumatic 
fever. 

Diplococcus pneumoniae. 

Staphylococcus aureus, skin and soft tissue infections 
Tetracyclines are not the drugs of choice in the treat- 
ment of any type of staphylococcal infection. 

When penicillin is contraindicated. tetracyclines are 
alternative drugs in the treatment of infections due 
to: 

Neisseria gonorrhoeae, and Neisseria meningitidis 

(LV. only), Treponema pallidum and Treponema per- 

tenue (syphilis and yaws), Listeria monocytogenes, 

Clostridium species. Bacillus anthracis, Fusobac- 

terium fusiforme (Vincent's infection). Actinomyces 

species. 

In acute intestinal amebiasis. the tetracyclines may 
be a useful adjunct to amebicides 

MINOCIN is indicated in the treatment of trachoma. 
although the infectious agent is not always eliminated. 
as judged by immunofluorescence. Inclusion conjunc- 
tivitis may be treated with oral tetracyclines or with a 
combination of oral and topical agents. 

Oral only: In severe acne. the tetracyclines may be 
useful adjunctive therapy Minocycline is indicated in 
the treatment of asymptomatic carriers of N. meningi- 
tidis to eliminate meningococci from the nasopharynx. 

In order to preserve the usefulness of MINOCIN 
minocycline HCI in the treatment of asymptomatic 
meningococcal carriers, diagnostic laboratory proce- 
dures, including serotyping and susceptibility testing. 
should be performed to establish the carrier state and 


the correct treatment. It is recommended that the drug 
be reserved for situations in which the risk of menin- 
gococcal meningitis is high 

Minocycline by oral administration is not indicated 
for the treatment of meningococcal infection. 
CONTRAINDICATIONS: This drug is contraindicated 
in persons who have shown hypersensitivity to any of 
the tetracyclines 
WARNINGS: In the presence of renal dysfunction, 
particularly in pregnancy, intravenous tetracycline 
therapy in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. 

When the need for intensive treatment Outweighs its 
potential dangers (mostly during pregnancy or in indi- 
viduals with known or suspected renal or liver impair- 
ment), it is advisable to perform renal and liver function 
tests before and during therapy. Also tetracycline 
serum concentrations should be followed. 

If renal impairment exists, even usual oral or paren- 
teral doses may lead to excessive systemic accumula- 
tion of the drug and possible liver toxicity. Under such 
conditions, lower than usual total doses are indicated, 
and if therapy is prolonged, serum level determinations 
of the drug may be advisable. This hazard is of particu- 
lar importance in the parenteral administration of 
tetracyclines to pregnant or postpartum patients with 
pyelonephritis. When used under these circumstances. 
the blood level should not exceed 15 micrograms/ml 
and liver function tests should be made at frequent 
intervals. Other potentially hepatotoxic drugs should 
not be prescribed concomitantly 

The use of tetracyclines during tooth development 
(last half of pregnancy, infancy, and childhood to the 
age of 8 years) may cause permanent discoloration of 
the teeth (yellow-gray-brown). This adverse reaction is 
more common during long-term use of the drugs but 
has been observed following repeated short-term 
courses. Enamel hypoplasia has also been reported 
Tetracyclines, therefore, should not be used in this age 
group unless other drugs are not likely to be effective 
or are contraindicated. 

Photosensitivity manifested by an exaggerated sun- 
burn reaction has been observed in some individuals 
taking tetracyclines. Patients apt to be exposed to 
direct sunlight or ultraviolet light should be advised 
that this reaction can occur with tetracycline drugs, and 
treatment should be discontinued at the first evidence 
of skin erythema. Studies to date indicate that photo- 
Hwy does not occur with MINOCIN minocycline 

l. 


The antianabolic action of the tetracyclines may 
causean increase in BUN. Whilethis is nota problem in 
those with normal renal function, in patients with sig- 
nificantly impaired function. higher serum levels of 
tetracycline may lead to azotemia. hyperphosphate- 
mia, and acidosis 

CNS side effects including lightheadedness. dizzi- 
ness or vertigo have been reported. Patients who 
experience these symptoms should be cautioned 
about driving vehicles or using hazardous machinery 
while on minocycline therapy These symptoms may 
disappear during therapy and always disappear rapidly 
when the drug is discontinued. 

Usage in Pregnancy. (See above “Warnings” about use 
during tooth development ) 

Results of animal studies indicate that tetracyclines 
cross the placenta, are found in fetal tissues and can 
have toxic effects on the developing fetus (often 
related to retardation of skeletal development). Evi- 
dence of embryotoxicity has also been noted in animals 
treated early in pregnancy 
Usage in newborns, infants, and children. (See above 
"Warnings" about use during tooth development.) 

All tetracyclines form a stable calcium complex in 
any bone forming tissue. A decrease in the fibula 
growth rate has been observed in prematures given 
Oral tetracycline in doses of 25 mg /kg. every 6 hours 
This reaction was shown to be reversible when the drug 
was discontinued. 

Tetracyclines are present in the milk of lactating 
women who are taking a drug in this class 
PRECAUTIONS: As with other antibiotic prepara- 
tions. use of this drug may result in overgrowth of 
nonsusceptible organisms, including fungi. If superin- 
fection occurs, the antibiotic should be discontinued 
and appropriate therapy should be instituted. 

In venereal diseases when coexistent Syphilis is 
suspected, darkfield examination should be done 
before treatment is started and the blood serology 
repeated monthly for at least 4 months. 

Because tetracyclines have been shown to depress 
plasma prothrombin activity, patients who are on anti- 
coagulant therapy may require downward adjustment 
of their anticoagulant dosage 

In long-term therapy periodic laboratory evaluation 
of organ systems, including hematopoietic, renal and 
hepatic studies should be performed. 

All infections due to Group A beta-hemolytic strep- 
tococci should be treated for at least 10 days 

Since bacteriostatic drugs may interfere with the 
bactericidal action of penicillin. it is advisable to avoid 
giving tetracycline in conjunction with penicillin. 
ADVERSE REACTIONS: Gastrointestinal: Anorexia, 
nausea, vomiting, diarrhea, glossitis, dysphagia, 
enterocolitis, and inflammatory lesions (with monilial 
overcrowth) in the anogenital region. 

These reactions have been caused by both the oral 








and parenteral administration of tetracyclines. Skin: 
Maculopapular and erythematous rashes. Exfoliative 
dermatitis has been reported but is uncommon. Photo- 
sensitivity is discussed above. (See ' Warnings.) Renal 
toxicity: Rise in BUN has been reported and is 
apparently dose related. (See “Warnings. ) Hypersen- 
sitivity reactions: Urticaria, angioneurotic edema, ana- 
phylaxis, anaphylactoid purpura, pericarcitis and 
exacerbation of systemic lupus erythematosus Bulg- 
ing fontanels have been reported in young infants 
following full therapeutic dosage. This sign disap 
peared rapidly when the drug was discontinued Blood: 
Hemolytic anemia, thrombocytopenia. newtropenia 
and eosinophilia have been reported CMS: (See 
"Warnings") When given over prolonged periods. 
tetracyclines have been reported to produce brown- 
black microscopic discoloration of thyroid glands. No 
abnormalities of thyroid function studies are known 
to occur 

DOSAGE AND ADMINISTRATION: ORAL. Therapy 
should be continued for at least 24-48 hours after 
symptoms and fever have subsided. 

Concomitant therapy: Antacids containing alumi- 
num, calcium, or magnesium impair absorption and 
should not be given to patients taking oral tetra- 
cycline. 

Studies to date have indicated that the abscrption of 
MINOCIN is not notably influenced by foods and dairy 
products. 

In patients with renal impairment: (See Warnings ') 
Total dosage should be decreased by reduction of 
recommended individual doses and/or by extending 
time intervals between doses. 

In the treatment of streptococcal infections a thera- 
peutic dose of tetracycline should be adminis:ered for 
at least 10 days. 

Adults: The usual dosage of MINOCIN minocycline 
HCI is 200 mg. initially followed by 100 mg. every 12 
hours. Alternatively, if more frequent doses are pre- 
ferred, two or four 50 mg. capsules may be given 
initially followed by one 50 mg. capsule four times 
daily. 

Children: The usual dosage of MINOCIN minocy- 
cline HCI is 4 mg./kg. initially followed by 2- mg /kg. 
every 12 hours 

For treatment of syphilis, the usual dosage of 
MINOCIN should be administered over a period of 
10-15 days. Close follow-up, including laboratcry tests, 
is recommended. 

Gonorrhea patients sensitive to penicillin may be 
treated with MINOCIN, administered as 200 mg. ini- 
tially followed by 100 mg. every twelve hours for a 
minimum of 4 days, with post-therapy cultures within 
2-3 days. 

In the treatment of meningococcal carrier state rec- 
ommended dose is 100 mg. every 12 hours for five 


days 

DOSAGE AND ADMINISTRATION: INTRAVENOUS. 
Note: Rapid administration is to be avoided. Parenteral 
therapy is indicated only when oral therapy is not 
adequate or tolerated. Oral therapy should be insti- 
tuted as soon as possible. If intravenous therapy is 
given over prolonged periods of time, thrombophie- 
bitis may result 

Adults: Usual adult dose: 200 mg. followec by 100 
mg. every 12 hours and should not exceed 406 mg in 
24 hours. The drug should be initially dissolved and 
then further diluted to 500-1,000 cc with either 
Sodium Chloride Injection USP Dextrose Injection 
USP, Dextrose and Sodium Chloride Injection USP 
Ringers Injection USP. or Lactated Ringers Injection 
USP but not in other solutions containing caicium (a 
precipitate may form) 

The reconstituted solutions are stable at room tem- 
perature for 24 hours without significant loss of 
potency. Any unused portions must be discarded after 
that period. The final dilution for administration should 
be administered immediately 

Children: Usual pediatric dose: 4 mg./kg. followed by 
2 mg./kg. every 12 hours 

In patients with renal impairment: (See Warnings.) 

Total dosage should be decreased by reduction of 
recommended individual doses and/or by extending 
time intervals between doses 
HOW SUPPLIED: CAPSULES —Minocycline 
Hydrochloride equivalent to 100 mg Minczycline. 
Hardshell purple and orange. Bottles of 50. 100 and 
Unit Dose 10 x 10's. Product No. 5301 

Minocycline Hydrochloride equivalent to 50 mg. 
Minocycline. Hardshell orange. Bottles of 100 and Unit 
Dose 10 x 10's. Product No. 5300. 

SYRUP—Minocycline Hydrochloride equivalent to 
50 mg. Minocycline per teaspoonful (5 cc.) Preserved 
with propylparaben 0.10% and butyl paraben 0.05% with 
Alcohol USP 5% v/v. Custard-flavored in bottles of 2 fl 
oz. Product No. 5313. 

INTRAVENOUS — 100 mg. vials of sterile cryodesic- 
cated powder. Product No. 5305. (Combined 1C. 74) 
MILITARY NSN 6505-00-149-0574 100 mg. I.V. 


MILITARY NSN 6505-00-003-5112 | 
(50's) 100 mg. capsules 
VA NSN 6505-00-003-5112A — | 


4 


Lederle Laboratories, A Division of 
American Cyanamid Company ec 
Pearl River, N.Y. 10965 
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They peel. They dry. 


It’s as simple as that. When you 
want an effective benzoyl peroxide 
lotion to reduce oiliness, to induce 
prompt desquamation and to help 
suppress lesions, Benoxyl'^ Lotion 
may be the solution. Two strengths 
for dosage convenience. Two sizes 
for patient economy. It's as simple 
as that. 


Benoxyl 5 contains 595 benzoyl per- 
oxide in a grease-free washable lo- 


SHAKE WELL 


They’re antiseptic, 
greaseless, odorless and non-staining. 


tion base* — Available in 1 oz. and 
2 OZ. plastic bottles. 


Benoxyi 10 contains 10% benzoyl 
peroxide in a grease-free washable 
lotion base* — Available in 1 oz. 
and 2 oz. plastic bottles. 


*U.S. Pat. No. 3535422 


X STIEFEL 


STIEFEL LABORATORIES, INC., OAK HILL, N.Y. 12460 


Logical Dermatologicals Since 1847 
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You cant beat the’; T 


lor cleaning 


dermatological 


Nothing cæans hair transplant punches, scalpels, 
forceps aed other instruments faster, easier and 
cleaner tran L&F Ultrasonic Cleaning Systems. 


More ecoaomically, too. All you do is pour the 
L&R General Medical cleaning chemical into the 
L&R Ultrasonic Cleaning Unit, add the instruments 
to be cleaned anc turn it on. Immediately invisible 
ultrasonic waves go to work gently but thoroughly 
cleaning ell surfaces including the fine crevices 
that are impossibie to reach any other way. 

The “T 14" is one of the L&R Ultrasonic 
Systems widely used by dermatologists. The units 
can be easily located in the O.R., examining 
rooms or aboratery. A full line of accessories is 
available or proper suspension of hair transplant 
puncnes end instruments. 


For comp ste information contact your supplier. 


Self -correct- 





Effective de- 
struction of 
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L & R MANUFACTURING COMPANY 


577 Elm Street, Kearny, New Jersey 07032 
940 Lee St., Des Plaines, Ill. 60016 
740 South Western Ave., Los Angeles, Calif. 90005 


In England L & R Ultrasonics, Ltd., 34-35 Great Sutton Street, London ECIV ODX, England 
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ELECTROLYSIS FOR 
PERMANENT HAIR REMOVAL 





Clinical study (copy on request) proves safety and efficacy of laity self-use electrolysis. Study shows chin and 


even axilla san be-self-treated effectively throug 
patented self-correcting needle in existence. Batt 


h use of mirror. This permanent hair remover features the only 
ery operated instrument sterilizes itself when current flows. No- 


puncture szfety feature also helps prevent infection. 


Thousands.of units sold to physicians for such varied application as removal of inverted eyelashes to cosmetic 


use. 


PERMA ~WEEZ & ATTACHMENT $19.45 


O Invoice after 30 days 
O Check enclosed 


30 DAY FREE TRIAL EXAMINATION 
(MAY BE RETURNED WITH NO OBLIGATION) 
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Fostex® the flexible t erapeutic acne wash that degreases, dries, and peels. 

Easily integrated with all topical or systemic therapy for acne Grades |, Il, and 

N ^ IIl. Convenient and economical Fostex Liquid and Cream are also effective 

í E anti-seborrheic shampoos for oily scalps associated with acne. Available as 
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BENISONE® CREAM (betamethasone benzoate) 
Cream 0.025% 

BENISONE® GEL (betamethasone benzoate) 
Gel 0.025% 

For external use only 

CAUTION: Federal law prohibits dispensing 
without prescription. 

Benisone Gel and Benisone Cream contain 
the active fluorinated steroid compound, be- 
tamethasone benzoate, the 17-benzoate ester 
of betamethasone. 

Each gram of 0.025% Gel contains 0.25 mg of 
betamethasone benzoate in a specially for- 
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disodium edetate, diisopropanolamine and 
purified water. The gel is self-liquefying, clear, 
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clear film without crystallization after evapora- 
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Each gram of 0.025% Cream contains 0.25 
mg of betamethasone benzoate in a water- 
washable emollient cream base consisting of 
ethoxylated stearyl alcohol, cetyl alcohol, pet- 
rolatum, mineral oil, isopropy! stearate, propyl- 
ene glycol, sodium lauryl sulfate, polyethylene 
glycol, sodium acetate and acetic acid as buf- 
fers, and propyl- and methylparaben as 
preservatives. 

Indications. Benisone (betamethasone ben- 
zoate) Gel and Cream are intended for relief 
of the inflammatory manifestations of cortico- 
steroid-responsive dermatoses 
Contraindications. Topical steroids are contra- 
indicated in viral diseases of the skin, such as 
varicella and vaccinia. Topical steroids are 
contraindicated in patients with a history of 
hypersensitivity to any of the components of the 
preparations. 

Benisone (betamethasone benzoate) Gel 
and Cream are not for ophthalmic use. 
Precautions. If irritation develops, Benisone (be- 
tamethasone benzoate) Gel and Cream should 
be discontinued and appropriate therapy in- 
stituted. 

In the presence of an infection, the use of ap- 
propriate antifungal or antibacterial agents 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. 

If extensive areas are treated, or if the occlu- 
sive technique is used with Benisone Cream, the 
possibility exists of increased-systemic absorp- 
tion of the corticosteroid, and suitable precau- 
tions should be taken. 

Although topical steroids have not been re- 
ported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant 
females has not absolutely been established. 
Therefore, they should not be used extensively 
on pregnant patients, or in large amounts, or for 
prolonged periods of time. 

Due to the alcohol content of the vehicle, 
Benisone Gel may cause mild, transient sting- 
ing without imitation if used on excoriated skin. 
Adverse Reactions. The following local ad- 
verse reactions have been reported with topical 
corticosteroids: buming sensations, itching, irri- 
tation, dryness, folliculitis, secondary infection, 
skin atrophy, striae, hypertrichosis, acneform 
eruptions and hypopigmentation. 

The following may occur more frequently 
under occlusive dressings with Benisone Cream 
than without such therapy: maceration of the 
skin, secondary infection, skin atrophy, striae, 
and miliaria. 

Dosage and Administration. Apply to affected 
areas 2 to 4 times daily as needed. 

supplied. Benisone Gel 0.025% is supplied in 
15 gram (NDC 0047-0280-45) and 60 gram 
(NDC 0047-0280-60) tubes. 
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0047-0281-60) tubes. 
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Special Editorial 


Mycosis Fungoides 


Cooperative Study 


uring the last three years, a 
multi-institutional, multi-disci- 
plinary effort to evaluate the diag- 
nosis and therapy of mycosis 
fungoides has been developing. Spon- 
sored by the National Cancer Insti- 
tute and the National Program for 
Dermatology, the study began with a 
year’s grant to “examine the feasi- 
bility and likelihood of success" of 
such a multi-disciplinary effort. The 
second year was the planning phase 
and the present is the pilot phase. 

Methods and forms have been 
prepared to assure uniformity of 
histological criteria for the diagnosis 
of mycosis fungoides and to define the 
clinical extent of disease before and 
after therapy. Patients will be strat- 
ified into numerous subgroups of 
disease, using a modification of the 
Tumor-Node-Metastasis (TNM) sys- 
tem used in many solid tumors and 
some lymphomas (Fig 1). 

Crucial to the quality of the data 
collected is a multi-disciplinary myco- 
sis fungoides clinic at each center 
organized around a principal investi- 
gator, with attendance by designated 
pathologists, chemotherapists, radio- 
therapists, immunologists, and other 
clinicians. The multi-disciplinary re- 
quirement may be a severe hurdle for 
an institution to cross, and not all 
institutions, because of facilities, fac- 
ulty, or type of medical practice, will 
prove suited or interested. We expect 
that mycosis fungoides patients will 
continue to be followed up by their 


own physicians but would be seen by 
this multi-disciplinary group at speci- 
fied times or when therapy must be 
altered. 

Much work by many individuals has 
helped the project progress to a level 
where entry of patients into a registry 
with the anticipation of protocol ther- 
apy trials now seems justified. The 
rather complex relationships between 
the study committees is outlined on 
the flow chart (Fig 2). 


BIOSTATISTICS OFFICE 


The mechanisms to tabulate and 
retrieve data by computer as well as 
statistical planning of the protocol 
therapy aspects are being framed by 
Earl Diamond, PhD, Johns Hopkins 
University. The Biostatistics Office 
will be responsible for reviewing the 
data for trends and for randomizing 
patients as they are placed on ther- 
apy. 

Printed clinical evaluation forms 
have been prepared and are being 
tested by the Clinical Evaluation 
Section of the Biostatistics Office. 
This section has also devised a stan- 
dardized photographic technique te 
supplement the report forms. Allan L. 
Lorinez, MD, University of Chicago, 
has been assisted by Drs. E. Epstein, 
Jr., University of California at San 
Francisco; H. Roenigk, Cleveland 
Clinic; K. Soltani, University of Chica- 
go; and D. Waldorf, New York Univer- 
sity. 
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Fig 1.—Clinical characteristics (left) and pathological charac- 
teristics (right) will be used to describe each patient to Biostatis- 
tics Office for stratification and randomization. 
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PATHOLOGY PANEL 


The Pathelogy Pznel has agreed on 
a glossary ef terms and has devised 
forms to report pataology data to the 
Biostatistics Office The panel has 
met in several worxing sessions and 
reviewed almost 1C) carefully "chos- 
en-to-cenfuse" cases of mycosis fun- 
goides and non-mycosis fungoides 
distributed >y mail as unknowns prior 
to the meetmgs. The Pathology Panel 
is co-chaired by William Caro, MD, 
Northwestern University, and Henry 
Rappaport, MD, University of Chica- 
go. Other members of the panel in- 
clude the ccordinater, Daina Variako- 
jis, MD, University of Chicago, and 
Drs. W. Clendenning, Hitchcock Clin- 
ic; J. Graham, University of California 
at Irvme; ©. Helwig, Armed Forces 
Institute c^ Pathelogy; L. Thomas, 
Natioral Cancer Institute; and R. 
Winke:marm, Mayc Clinic. During the 
present year, the Pathology Panel 
expects to develop working relations 
reviewing tissue with pathologists 
from the cellabora-ing institutions. 


CHEMOTHERA?Y COMMITTEE 

A singleagent cnemotherapy proto- 
col comparing cyclophosphamide, 
azaribine, and high-dose methotrex- 
ate with leacovorin has been proposed, 
although tae committee is considering 
additional protocoss with combination 
drugs anc newer agents for those 
patients who earlier had been treated 
unsuccess?ully with the single agents. 
The committee’s mtention is to eval- 
uate nigh«dose, smgle-agent therapy 
in the imtial phases of the study. 
Jerome Hock, MID, Harbor General 
Hospital, who is chairman of the 
committee, has obtained the drugs for 
the study from the National Cancer 
Institute. Participants in the Chemo- 
therapy Committee have been Drs. W. 
Barry, Temple University; K. Blay- 
lock, Medical Cobege of Virginia; W. 
Clendennmg, Hitchcock Clinic; M. 
Cline, Umversity of California at Los 
Angeles; J. Gottlieb, M.D. Anderson 
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Hospital; C. McDonald, Brown Uni- 
versity; E. Moran, University of 
Chicago; S. Rosenberg, Stanford Uni- 
versity; and G. Weinstein, University 
of Miami. 


RADIOTHERAPY COMMITTEE 


A survey has been conducted among 
institutions to identify centers where 
electron-beam therapy equipment is 
available and is used to treat mycosis 
fungoides. More than 30 institutions 
have been loeated to date, a number 
greater than anticipated. Zvi Fuks, 
MD, chairman and a member of the 
Department of Radiation Therapy, 
Stanford University, is presenting the 
plans for the study to various radio- 
therapy groups. Drs. J. Earle, Stan- 
ford University, and M. Griem, Uni- 
versity of Chicago, have been active 
participants. 


IMMUNOTHERAPY COMMITTEE 


Eugene J. Van Scott, MD, Temple 
University, and members of his com- 
mittee have prepared standardized 
methods to apply nitrogen mustard 
topically and are evaluating standard- 
ized testing procedures. 


AIMS 


The aims for the Mycosis Fungoides 
Cooperative Study Group for the year 
beginning June 1974 are to (1) select 
10 to 12 collaborating institutions, (2) 
register 100 to 200 patients, (3) pilot- 
test the clinical evaluation forms and 
record-keeping techniques, (4) pilot- 
test the Pathology Panel, and (5) 
complete diseussions on protocol ther- 
apy selections. 

When the study enters its opera- 
tional phases, a portion of the salary 
of the principal investigators and the 
salary or a portion of the salaries of 
paramedical persons at each collabo- 
rating institution will be included. 
Expenses for items requested by the 
study and not part of regular care of 
the patient are expected to be borne 
by the National Cancer Institute 


(NCI), but no long-term commitment 
from the NCI has yet been made. 

The purpose of this editorial is to 
inform interested individuals and 
institutions about a multi-institution- 
al, multi-disciplinary effort to study 
and to treat mycosis fungoides. Uni- 
form pathological and clinical criteria 
have been devised so that uniform 
standards can be used to assess 
progression of disease and the effect 
of treatment. Regular meetings of 
committees to review procedures and 
collected material, and regular meet- 
ings of collaborating institutions to 
standardize their multi-disciplinary 
clinies will help assure that input data 
is uniform and assessable. 

Space is available on most commit- 
tees and the collaborating institutions 
have not yet been selected. Inquiries 
may be directed to the Steering 
Committee: Stanford I. Lamberg, MD, 
chairman, Steering Committee, Johns 
Hopkins University; Earl L. Diamond, 
PhD, director, Biostatistics Office, 
Johns Hopkins University; Allan L. 
Lorinez, MD, Clinical Evaluation Sec- 
tion of the Biostatistics Office, the 
University of Chicago; William A. 
Caro, MD, co-chairman, Pathology 
Panel, Northwestern University; Hen- 
ry Rappaport, MD, co-chairman, Path- 
ology Panel, the University of Chica- 
go; Daina Variakojis, MD, coordina- 
tor, Pathology Panel, the University 
of Chicago; Jerome B. Block, MD, 
chairman, Chemotherapy Committee, 
Harbor General Hospital; Zvi Y. Fuks, 
MD, chairman, Radiotherapy Com- 
mittee, Stanford University Medical 
Center; Eugene J. Van Scott, MD, 
chairman, Immunotherapy Commit- 
tee, Temple University. 


This investigation was supported by Public 
Health Service grant 2R10 CA16020 and by a 
grant from the National Program for Dermatol- 
ogy. 


THE Mycosis FUNGOIDES COOPERATIVE 
Stupy GROUP STEERING COMMITTEE 
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Actinic Granuloma 


An Annular Connective Tissue Disorder Affecting 
Sun- and Heat-Damaged (Elastotic) Skin 


John P. O’Brien, MD 


Ring-shaped inflammatory lesions 
sometimes develop in the abnormal, 
"elastotic" connective tissues of skin 
damaged by sun and heat. 

The lesions, which commence as 
papules and nodules, enlarge very slowly 
and may persist for years. Microscopical 
sections show that there is an infiltrate 
composed mainly of foreign-body giant 
cells, the cells being engaged in digesting 
and absorbing the abnormal elastotic 
fibers. 

The disorder, which occurs on several 
continents, should probably be regarded 
as a phenomenon of repair within dam- 


pv the past ten years, I have 
occasionally given a report in 
the following terms when describing 
the histopathologic features of certain 
annular lesions of the skin (Fig 1 and 
2): 

= biopsy, which was taken radially 
across the thickened edge of the lesion, 
shows three distinct zones in the dermis. 


gg a ee ee 
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aged connective tissue. The name actinic 
granuloma indicates its external or envi- 
ronmental origin and distinguishes it from 
other granulomas with which it is con- 
stantly being confused. 

Actinic granuloma and granuloma an- 
nulare appear to be related. In granuloma 
annulare, a productive and resorptive 
process also occurs, but its nature 
remains obscure. 

Actinic granuloma may be misdiag- 
nosed as “atypical necrobiosis lipoidica” 
or as sarcoidosis. 

The subject of actinic damage to blood 
vessels deserves study. 


At the periphery, that is, in the surround- 
ing “normal” skin, there is prominent 
actinic elastosis. In the thickened zone, 
that is at the annulus itself, there is a 
histiocytic and giant cell inflammatory 
reaction in relation to the elastotic fibres, 
whilst in the innermost aspect, that is, 
within the annulus, little or no elastotic or 
elastic tissue remains. This histologic 
picture appears to be diagnostic and repre- 
sents a particular form of chronic actinic 
dermatosis which I call “actinie granulo- 
ma.” 

“Actinic” is derived from the Greek 


Fig 1.—Actinic granuloma. Left, Sketch of actinic granuloma lesion as seen by naked 
eye. Line AB represents biopsy incision made radially across annulus and includes three 
distinct zones: A indicates surrounding elastotic skin; B indicates central, elastotic-free 
skin; C indicates annulus or reactive zone between. Right, Cross-section sketch of lesion 


shown at left, showing same three zones. 
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word “aktis,” meaning "ray," and in 
its broadest sense, embraces every 
form of electromagnetic ray, such as 
ultraviolet, visible light, heat (infra- 
red), and x-rays. Its usage is preferred 
in place of "solar" in names such as 
solar keratosis and solar dermatitis. 

Actinic granuloma was first recog- 
nized in 1964 among biopsy specimens 
sent to me by colleagues. The favored 
clinieal diagnoses included one or 
more of the following annular disor- 
ders of the dermis: granuloma annu- 
lare, sarcoidosis, necrobiosis lipoidica, 
and-less frequently—infective disor- 
ders, such as syphilis. The first clinical 
description of a patient with actinic 
granuloma was given in 1964 by 
Georgouras* under the title of "Case 
for Diagnosis." Allen? reported anoth- 
er case in 1966 under the title of 
"Granuloma Annulare-like Reaction 
due to Sunlight." 

My study is based on 19 typical 
cases occurring in a total of 41 
patients suffering from various clini- 
cally obscure annular lesions. There 
were ten men and nine women. 


PATHOLOGICAL AND 
MICROSCOPICAL FINDINGS 
Peripheral Zone: Actinic Elastosis 


The skin surrounding the lesions 
shows that form of connective tissue 
degeneration called actinic elasto- 
sis.*'* In actinic elastosis, henceforth 
called “elastosis,” the upper half or 
even the whole dermis displays a large 
and sometimes a massive increase in 
the number of fibers giving the spe- 
cific staining reactions of elastin. 
These elastotic fibers are thickened, 
coiled, and clumped (zone A shown in 
Fig 1, right, and Fig 2, top). In 
sections stained with hematoxylin- 
eosin| the abnormal fibers stain 
bluish, while normal elastin and 
collagen fibers stain red. For this 
reason, the change is sometimes called 
"basophilie degeneration of the der- 
mis." Other names used are solar elas- 
tosis and senile elastosis. 

The elastosis that surrounds and is 
thought to precede the lesions of 
actinic granuloma is usually quite 
severe but does not seem to differ in 
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type from the usual form. In a few 
cases, the elastosis kas been of only 
moderate degree while in one "acute" 
case, it was 1ypereosinophilic rather 
than basophiic. 


Annuiar, Fiber-Absorbing Zone 


The dominant feature of the annu- 
lar, fiber-absorbing zone is the pres- 
ence of forezzn-bodx type giant cells 
in the upper or elastetic portion of the 
dermis (Fig 3). These giant cells are 
applied to and sometimes appear to 
engulf the eastotic fibers (Fig 4 and 
5). There is mostly only one fiber in 
relation to each cell, and the cells may 
be quite elamgated as they cling to 
long fibers. However, this phagocytic 
association of fibers and giant cells 
may be inconspicuous and must then 
be diligently searched for. That the 
cells are in fact absorbing the elastotic 
fibers appears correet because all such 
fibers are absent or are greatly 
reduced in number and density in the 
vicinity of the cells Fig 5). Giant cells 
seem to be attracted only by fibers 
and not by the round amorphous 
masses that are sometimes present in 
elastosis. Between the large giant 
cells, ‘here are smaller giant cells, 
histiocytes of varied appearance, plas- 
ma celis and lymphocytes; other types 
of infammatory cells and recogni- 
zably active, collagen-producing fibro- 
blasts are few or aosent. 

The marmer in which the disease 
extends is remarkable, for it seems 
that when a granuloma develops, the 
cellular infltrate expands slowly out- 
ward on a zireular perimeter, cutting 
down and digestirg the surrounding 
dense ela totic fibers and leaving 
behind a wansformed center that is 
more or less deveid of all forms of 
elasti- tissue. In fnis process, normal 
elastic fibers are swept away with the 
abnormal. 

Wherea the elastotic fibers are 
defective n the sense that they are 
being reserbed, there is rarely any 
confluent legeneration of tissue ("ne- 
crobiesis" , and frank necrosis has not 
been seen. “Palisading” of histiocytes 
is also absent or sight; when present, 
it is dispesed around dense, clumped 
elastetic f bers. Occasionally there are 
"pseudotubercles"; these are clusters 
of histioeytes and epithelioid cells, 
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Fig 2.—Actinic granuloma. Tissue changes corresponding with three zones shown in 
Fig 1. Top, Zone A shows actinic elastosis outside annulus; elastotic fibers appear black; 
elastosis is of moderate degree. Center, Zone B shows that central skin has been cleared 
of virtually all elastotic fibers. Bottom, Zone C shows where inflammatory reaction is 
dissecting and removing elastotic fibers; elastotic remnants appear mainly black and 
inflammatory cells between, mainly gray. All three zones are from same biopsy section. 
Stain is Verhoeff elastic stain and eosin, which stain elastotic and elastic fibers black 


(original magnification x 180). 


which when seen in serial sections, are 
usually found to be gathered around 
central nests of digesting elastotic 
fibers (Fig 6). Sometimes the clusters 
contain no fibers and become indistin- 


guishable from sarcoid nodules. Tu- 
berculoid systems with central necro- 
sis have not been observed, while 
Langhans anc Touton type cells are 
rare. 
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Fig 3.—Actinic granuloma, annular zone. Higher magnification of typical inflammatory 
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reaction of zone C. Note numerous, large f 


oreign-body-type giant cells. Blue-staining 


elastotic fibers are abundant in original section (hematoxylin-eosin, original magnifica- 


tion x 500). 


In those cases where the history was 
short, for example only weeks or 
months, and especially where there 
was a history of sunburn (acute cases), 
the biopsy specimens have displayed 
extensive foci of elastosis composed of 
abnormally bright-red ("hypereosino- 
philic”) elastotic fibers. Doubtless 
such large aggregates of elastotic 
material contribute to the volume of 
clinical lesions. 

In four cases, asteroids have been 
observed in the giant cells. Intracel- 
lular foamy change is slight or absent. 
Capillaries are few, and except for 
cuffs of lymphocytes, the local arteri- 
oles are normal. In one instance, a 
deep arteriole showing necrotizing 
vasculitis was noted; this was inter- 
preted as secondary to a severe super- 
ficial inflammatory reaction associ- 
ated with an “acute” elastosis. 


Post-Reactive Central Zone 


After the removal of the elastotic 
fibers, a process called “elastoclasis,” 
the collagen remaining within the 
annulus reverts to a fairly normal 
state with regard to its disposition 
and staining characteristics; it is, 
however, somewhat more compact and 
horizontally disposed than pristine 
dermis of the same age group (zone B, 
as seen in Fig 1, right, and Fig 2, 
center) A few isolated clusters of 
elastotic fibers may persist. Some- 
times a mild but definite sclerosis 
takes place. 


Other Components of the Skin 


The epithelium over lesions of 
actinic granuloma may be normal or 


462 Arch Dermatol/Vol 111, April 1975 


may display coincidental actinic 
changes, such as atrophy. The deepest 
dermis, appendages, nerves, and sub- 
cutaneous tissue are normal. 


MACROSCOPIC FINDINGS 


The following account is based on 
information supplied by clinical col- 
leagues and also on my own observa- 
tions. 

Actinic granuloma typically affects 
the exposed, weather-beaten skin of 
patients who are at least 30 and 
usually 40 years old or more (Fig 7 to 
9). Favored sites are the neck, face, 
chest, and arms. A blond and freckled 
skin is a predisposing factor; in 
Australia, this implies that the person 
has either an Anglo-Saxon or more 
particularly a Celtic genetic back- 
ground. Affecting male and female 
patients in about equal numbers, the 
disease begins insidiously as light 
amber, skin-colored, pink or dusky 
pink, single or grouped papules and 
progresses through a plaque stage to a 
complete or incomplete annulus of 
firm superficial dermal thickening. 
The border of the ring is smooth, 
pearly, only slightly raised, and mea- 
sures between 0.2 and 0.5 em in width. 
Scaliness is rarely observed. The ring 
expands exceedingly slowly and may 
become scalloped while the center may 
return to a fairly normal appearance 
or else it may display slight or dubious 
atrophy. Depigmentation is variable; 
it is sometimes extreme and some- 
times absent. There is no bright 
yellow ("lipoidica") color, there is no 
telangiectasia, and the hairs are not 
destroyed. The largest ring found in 


this study measured 6.0 cm in diame- 
ter, while the number has varied from 
one to about ten. The latter figure is 
arbitrary, since some of the rings are 
compounded from smaller lesions. If 
single papules and nodules are 
counted, the tally may become innu- 
merable. 

Since they were asymptomatic, 
most patients allowed their lesions to 
progress to the ring stage before 
reporting to a physician. At times the 
skin as a whole displays so much 
actinie change, such as pigmentation, 
freckling, lentigo, macular depigmen- 
tation"? and elastosis, that the disease 
may be obscured and overlooked. 
Often the actinic elastosis is latent or 
subrugose and needs to be demon- 
strated by compressing the skin in its 
own plane, when the characteristic 
wrinkled, flaccid texture becomes ob- 
vious (Fig 9). 

The duration of a single ring is 
months or years after which sponta- 
neous remission may -occur, leaving 
depigmentation or else very little 
aftermath. As resolution takes place, 
new areas may become involved, thus 
prolonging the condition. There is no 
anesthesia of the affected skin. No 
lesions have been found on the contin- 
uously covered parts of the body. 

Although the typical disease is 
insidious and symptom-free, in a few 
instances it is more severe, with 
bright-red, itchy lesions. An episode 
of severe sunburn seems to precipitate 
these less common "acute" variants. 

The general health of all patients 
has been normal, and diabetes has not 
been manifest. 


A SIMILAR DISORDER 
IN OTHER COUNTRIES 


Cases of a dermatosis similar to 
actinic granuloma have been reported 
from a number of countries. These 
accounts not only indicate the unity of 
the disease, but they also provide 
support for the interpretation given 
in this paper. 

The 29 cases of necrobiosis lipoidica 
presenting on the face and scalp 
described by Wilson Jones" from 
England may well have been instances 
of actinic granuloma. In summarizing 
the histologic features of the ringed 
lesions, Wilson Jones stressed the 
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foreign-body giant cell reaction that 
was “destroying the elastica net- 
work." However, he made no mention 
of elastosis, a feature which is essen- 
tial to the coneept o^ actinic granu- 
loma, anc in his conclasions he stated, 
"nor is there evideace of primary 
changes im the collagea.” Nevertheless 
his photomicrographsdo seem to show 
elastosis, partieularly in the thickness 
and crowding of the remaining orcein- 
positive fibers present in his Fig 9 and 
10. Furthermore his clinical photo- 
graph, Fig 1, displays not only an 
annulus but also a furrowed skin 
consistent with elastesis in its subru- 
gose stage. 

In an earlier report, Dowling and 
Wilson Jones” published two photomi- 
crographs showing  ypical elastosis 
(their Fig 1 and 6) and comment (case 
7), “Phagocytosis of elastica by giant 
cells was noted par-icularly in the 
vicinity of areas with solar elasto- 
sis." 

“Disseminated Granuloma Annu- 
lare" is tne title used by Leppard and 
Black im their repert of five more 
cases from England; all of these 
patients were women. Only sun- 
exposed areas were iavolved. 

While the sparing of the covered 
parts of the bedy in England can be 
understcod on a climatic basis, the 
preponderance of female patients, 26 
females to 3 males Wilson Jones' 
series'* calls for comment. 

I believe that this ncidence among 
women accurs because sunshine is not 
the only cause. In Ergland, erythema 
ab igne. the dermatosis caused by 
habitual exposure tc infrared radia- 
tion from open demestic fires is 
common. partieularly in women. In a 
neglected paper, Finlayson et al” have 
recorded that in erythema ab igne 
there is mtense elastesis very like that 
caused by the sun Perhaps these 
English eases are instances of actinic 
granuloma proveked by the combined 
effects cf prolonged exposure to the 
sun and open fires. 

Reports from the continent of 
Europe, such as tha by Reinhard et 
al: are difficult to cassify, but those 
of van Erp’ and Muijs vd Moer” 
present findings corsistent with ac- 
tinic granuloma. 

Actinic granuloma also appears to 
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Fig 4.—Actinic granuloma, annular zone. Very oedi associati of coarse elastotic 
fibers with phagocytic histiocytes and foreign-body giant cells is seen. Some fibers, 
which are blue in original, may be intracellular. Inset, Elongated giant cell containing 
long elastotic fiber (hematoxylin-eosin, original maginfication x 500; inset x 900). 





Fig 5.—Actinic granuloma, annular zone. Elastotic e "xd black, (at top) 
disappear into cluster of foreign-body giant cells (at center). Some giant cells appear to 
contain fragments of digesting, poorly-stained fibers (Verhoeff elastic stain and eosin, 
original magnification x 500). 


occur in the United States of America. 
Using the name "Miescher's Granu- 
loma of the Face,” Mehregan and 
Altman? gave the most recent ac- 
count and described 13 patients—11 
women and 2 men. Among the histo- 
pathologie findings are multinucle- 
ated giant cells, a lack of both necro- 
biosis and palisading, and significant- 
ly, a “loss of elastic fibers” in the 
“central atrophic-appearing portion of 
the lesions.” Again, as in most of the 
English cases, there is no specific 
mention of actinic elastosis and no 
reference to its possible etiologic role. 
However, the annular lesion in Mehre- 
gan and Altman’s Fig 1 is very similar 
to our Australian lesions, while a 
section (their Fig 4) shows what are 
undoubtedly remnants of elastosis 


just under the epithelium. 

Other American cases of possible 
actinic granuloma are reported by 
Larralde,” Tolmach,” Selmanowitz et 
al," and Gross and Shelley.” Some of 
these cases were “acute,” with itching. 
Selmanowitz et al mention “swollen 
collagen bundles staining faintly blue 
with hematoxylin-eosin stain.” A 
statement by Reed and Clark” sum- 
marizes the American experience: 


Granuloma annulare which involves re- 
gions showing actinic damage is modified 
by the presence of previously damaged 
collagen. Such lesions seldom show a well- 
developed zone of necrosis, and often have 
a prominent granulomatous quality with 
numerous multinucleated giant cells. The 
giant cells may contain fragments of elas- 
totic material (italies mine). 
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Fig 6.—Actinic granuloma. Small, well-defined pseudotubercle (arrows). In original 
section, center showed some prickly elastotic fragments suggesting early stage of 
asteroids (hematoxylin-eosin, original magnification x 500). 


Reed and Clark seem to be describ- 
ing actinic granuloma. 

From the Caribbean, Frenken and 
ten Thije" report the case of a 
Negroid woman in great detail. 

Working among lepers in Nigeria, 
Leiker and his associates^ recognized 
a chronic annular disease affecting 
the exposed skin of indiginous Afri- 
cans that was not leprosy and which 
they called granuloma multiforme. 
Other cases have since been described 
by Marshall et al? Allenby and 
Wilson Jones," Browne," Leiker et 
al," and Meyers et al." 

From these descriptions, there is 


little doubt that granuloma multi- 
forme and actinic granuloma are the 
same entity. In granuloma multi- 
forme, one also finds "collagen degen- 
eration," foreign-body giant cells with 
fragments of "fibre" (Marshall et al), 
or "elastica remnants" (Allenby and 
Wilson Jones), and "permanent loss of 
superficial elastica in healed lesions" 
(Allenby and Wilson Jones). Marshall 
et al state: "Degeneration of dermal 
connective tissue appears to be the 
primary lesion in granuloma multi- 
forme..." 

The African observers do not indi- 
cate anywhere that the degeneration 


to which they constantly refer is in 
fact actinic elastosis. Yet their photo- 
graphs sustain the conclusion reached 
in regard to the English and American 
cases, namely that elastosis is the 
basis of the reactions. For instance, 
overt clinical elastosis is seen in Fig 8 
of the report of Leiker,” while Fig 3’of 
Meyers et al" shows elestotic frag- 
ments within giant cells. Despite the 
common assumption, blacks are not 
immune to elastosis (Kligman "). 

Granuloma multiforme is prevalent 
in Nigeria and in some areas affects 
1.7% of the population." Age at onset 
is about 40. While the disease begins 
earlier in women, the sex incidence 
becomes equal in the elderly. The 
lesions are itchy and may be depig- 
mented. 

Nigerians expose their bodies to 
sunshine for many hours and also to 
infrared radiation from domestic 
fires, women being more at risk than 
men (Marshall et al). This greater 
exposure to fires may well be a factor, 
as Koesard" has also suggested, in 
provoking the elastosis. 

In all countries, the course of the 
disease is the same: the rings grad- 
ually expand and leave behind elastic- 
free centers, as in actinic granuloma. 
Thus, Wilson Jones found expan- 
sion'*"") and central loss of elasti- 


Fig 7.—Actinic granuloma. Upper part of neck shows rugose 
elastosis with erythema; skin at bottom is normal, while in 
between there are annular lesions of actinic granuloma. Skin 
inside rings appears relatively normal, suggesting granulomatous 
process is reparative. Patient was 43-year-old farmer who had 
intense solar exposure. Duration of eruption was 12 months. 


Fig 8.—Actinic granuloma. Compound lesion on back of 55- 
year-old woman. There are confluent nodules and rings, with 
depigmentation in old, "healed" areas. Duration of eruption was 
18 months. Actinic elastosis is not obvious. 
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Fig 9—Actinic granuloma. Close-up 
showing lower portion of the lesion shown 
in Fig 8 after it was compressed to reveal 
abnormal, wrinkled texture of subrugose 
actinic eiastosis. 


ca") Mehregan and Altman found 
central loss of elastiea?'?*?; Leiker et 
al» 35-39» and Marshall et al?) 
also found expansion; Allenby and 
Wilson Jones found expansion* 
and loss of elastica??? All authors 
agree that the blood vessels are 
normal, which is aiso a feature of 
actinic granuloma. 


DIFFERENTIAL PATHOLOGIC 
DIAGNDSIS 


Interpretation of sections is easier 
if biopsy specimens are taken radially 
across the edge of ringed lesions to 
include the three zones (Fig 1 and 2). 
The staining technique is also impor- 
tant. Harris hematoxylin-eosin is best 
for initial diagnosis: the hematoxylin 
should be left a little bluer than usual. 
The stain should not be re-used. 
Watery eosin, buffered with a strong 
buffer to pH 6.8, gives some useful 
discrimination between collagen and 
elastic fibers. 

The eosin solutien is prepared as 
follows: 1.5 gm of eosin Y is mixed 
with 10:ml of ethyl alcohol and 90 ml of 
distilled water; for the buffer a solu- 
tion is made of 475 gm of sodium 
phosphate, dibasic (Na,HPO, * anhyd), 
4.5 gm potassium phosphate, mono- 
basic (KH,PO, * ankyd), and 100 ml of 
distilled water. Fer use, 2.5 ml of 
buffer is added to each 250 ml of eosin 
solution. The stairing time is three 
minutes. Differentation and dehy- 
dration is done in 100% ethyl alcohol. 


Granulome Annulare 


The lesions of granuloma annulare 
are nermally quite different from 
those ef actinic granuloma and show 
in the middle dermis foci of necro- 
biotie collagen surrounded by pali- 
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sades of histiocytes. Elastosis and 
elastoclastie giant cells are absent. 
However, the two diseases appear 
related in a manner as yet unknown; 
perhaps they represent opposite poles 
of a series of dermal reactions. It is 
noteworthy that granuloma annulare 
also prefers the exposed areas. One 
patient in this study had actinic gran- 
uloma on the neck and a lesion on the 
hand showing features of both enti- 
ties. 


Annular Atrophic Plaques 
of the Face 

This condition is probably a variant 
of actinic granuloma in which dense 
sclerosis takes place. Christianson and 
Mitchell emphasized the accompany- 
ing elastosis. To date, no radial, triple- 
zone biopsy specimens have been 
studied in cases of this kind. 


Sarcoidosis 


Sarcoid systems with asteroids may 
occur in cases of actinic granuloma 
and cause confusion. However, in 
actinic granuloma, the systems are 
accompanied by the typical, diffuse, 
peri-elastotic and elastoclastie infil- 
trate. 


Necrobiosis Lipoidica 


The lesions of necrobiosis lipoidica, 
which are nodules and plaques rather 
than rings, show areas of necrosis 
(infarction) or prenecrosis and are 
accompanied by “palisading granulo- 
matous” and “tuberculoid” patterns 
(Muller and Winkelmann*). Further- 
more they display the basic occlusive 
vascular disease that is usually, but 
not always, diabetic in origin. Elasto- 
clastic giant cells like those of actinic 
granuloma may be seen in the vicinity 
of the necrobiosis. The question of 
whether some cases of atypical necro- 
biosis may have a local cause is 
discussed at the end of this paper. 


Other Diseases 


Other diseases to be considered are 
tuberculoid leprosy, the annular le- 
sions of syphilis, and elastosis perfo- 
rans serpiginosa. 


ELASTOTIC FIBERS: 
NATURE AND REACTIONS 


Actinic elastosis is the chief com- 
ponent, if not the basis, of aging in 
sun-exposed skin.*'* While advanced 
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or rugose elastosis ("farmer's" or 
"sailors skin") is easily recognized 
because of its leathery texture and 
old-ivory color, less extreme grades 
are not nearly so obvious and need to 
be searched for; the characteristic 
texture becomes apparent only when 
the skin is compressed in its own plane 
(Fig 9). A label for these earlier stages 
of elastosis is desirable and “subru- 
gose” is suggested. Subrugose elas- 
tosis is so commonplace in Australia 
that it tends to be disregarded. In this 
connection, I agree with Kligman* 
that elastosis is always more advanced 
in tissue than clinical appearances 
suggest. From a functional point of 
view, actinic elastosis gives rise to a 
progressive loss of “elasticity” in the 
skin. 

The origin and nature of elastotic 
fibers have been debated since the 
time of Unna.” The present concensus 
is that elastotic fibers represent 
either a new formation of abnormal 
elastin or else a transformation of 
collagen into abnormal elastin. During 
development, a number of stages can 
be defined (Bandfield and Brindley*). 
The new fibers are eosinophilic at 
first, or more properly, being redder 
than normal, "hypereosinophilie." The 
next stage is thickening, coiling, and 
basophilia; this is the classical appear- 
ance (“basophilic degeneration of der- 
mis") A fibrillar change may be 
noted. As the condition worsens, some 
of the fibers coalesce and become 
amorphous. Typically, the elastosis is 
patchy and in a mixture of stages. 
Dermal blood vessels often show 
extreme elastosis. 

The belief that ultraviolet light 
causes elastosis in man is unproven. 
The work of Finlayson et al” and, toa 
lesser extent, some of the findings im 
my study indicate that infrared rays 
may be important or even predomi- 
nant in causing elastosis. Infrared 
rays penetrate deeper than ultraviolet 
rays," and in any case, the heat they 
produce can itself penetrate by con- 
duction and convection. In experi- 
ments of short duration, Rasmussen 
et al" have shown that the dermis 
commences to undergo physical 
changes in vitro when its temperature 
reaches about 60 C. Facts are not 
available on the maximum tempera- 


Actinic Granuloma/O’Brien 465 


tures reached within skin exposed to 
intense radiant heat. However, over- 
heating within the eye and conse- 
quent damage to the lens have been 
extensively studied, for example in 
cases of “glassmaker’s cataract.” 

Perhaps the traumatic effects of 
long-term radiant heat on the dermis 
have been underestimated and the 
layman’s expressions “sunburn” and 
“sunbaking” are more apt than we 
realize. 


Resorption of Elastotic Fibers 


Why do resorptive granulomas arise 
in elastotic skin? Possibly, a state of 
auto-aggression develops in relation 
to the damaged fibers. Whatever the 
reason, the reaction appears to restore 
the skin within the annulus to a more 
normal state than it possessed before. 
Thus, the process is essentially a 
manifestation of repair. 

Another way of interpreting the 
resorption of elastotic fibers is to 
regard it as an accelerated form of 
remodelling; for remodelling probably 
goes on constantly in the skin, much 
as it does in bone.? Gerstein and 
Freeman“ found that elastotie fibers 
are gradually resorbed over a period 
of months following transplantation 
of skin from a sun-exposed to a sun- 
protected part of the body. Presum- 
ably, if such resorption goes on all the 
time, any accumulation of elastotic 
material in exposed skin must depend 
upon a net balance of overproduction. 
Mitchell’ has also detected a histio- 
cytic absorptive component in her 
studies of elastosis. 


Vascular Changes in 
Actinically Damaged Tissue 


While the arterioles and capillaries 
adjacent to the lesions of actinic gran- 
uloma may show extreme actinic elas- 
tosis, vessels that are actually within 
the lesions appear normal. This sug- 
gests that abnormal vessels have been 
removed by the elastoclastie (giant 
cell) inflammatory process. Direct evi- 
dence of such resorption has been 
noted in these studies, but interpreta- 
tion is complicated, mainly because 
the vessels become difficult to iden- 
tify. 

An interesting question arises from 
these observations—do vessels weak- 
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ened by elastosis ever become the 
primary target for giant cell vasculi- 
tis, and if so, do corresponding clinical 
entities exist? There are two analo- 
gous, poorly understood entities in 
which a vasculitis of this nature might 
be the cause. One is the vasculitis of 
certain nodular, nondiabetic necro- 
bioses.** The other is temporal (giant 
cell) arteritis.” 
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Tar Phototoxicity and 
Phototherapy for Psoriasis 


Lewis Tanenbaum, MD; John A. Parrish, MD; 
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The phototoxicity of coal tars was de- 
termined by comparing the ultraviolet 
light (UVL) energy required to produce er- 
ythema at tar treated sites (minimal pho- 
totoxic dose [MPD]) with the energy re- 
quired to produce the same degree of 
erythema at untreated control sites (min- 
imal erythema dose [MED]). The ratio of 
MED/MFD is the phototoxic index (PI). 
Tars thatwere phototoxic had a PI of > 1. 
Using a UVA (320 to 400 nm) and a UVB 
(290 to 320 nm)Hight source, 15 subjects 
and six tars were tested. All tars were 
phototoxic to UVA but not to UVB 
(P — 0.0901). 

Although tar and UVL is a widely ac- 
cepted treatment for psoriasis (Goecker- 
man therapy), the ligh: sources employed 
at normal exposure times provide in- 
sufficient UVA energy to produce a pho- 
totoxic reaction to the tars that are used. 
The therapeutic response seen in psori- 
atic patients treated with tar and UVL 
should therefore not 5e attributed to tar 
phototoxicity. 


n 1925, Goeckerman introduced 
tar and ultraviolet light (UVL) 
therapy for psoriasis, after it was 
noted that many patients improved 
during the summer months. In order 
to enhance the beneficial effects of 
UVL, Goeckerman added various 
photosensitizers before finally set- 
tling on crude coal tar.’ The action 
spectrum of tar phototoxicity has not 
been established for many of the com- 
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mercially available tars. However, it 
has been established for coal tar pitch 
and 5% crude coal tar, and found to be 
in the range of 340 to 430 nm and 350 
to 400 nm, respectively.** 

The Goeckerman program remains 
a widely accepted treatment for pso- 
riasis, and phototoxicity is still of- 
fered as the explanation for the bene- 
fieial therapeutic response.? The light 
sources commonly used today are 
tubular fluorescent sunlamp bulbs or 
unfiltered high-pressure mercury 
lamps. The sunlamp bulbs are an ex- 
cellent source of UVB (290 to 320 nm) 
but provide very little UVA (820 to 
400 nm); and while the high-pressure 
mercury lamps provide both UVB and 
UVA in the brief exposure times nor- 
mally used, the UVA component is 
negligible. Thus, if the action spec- 
trum of tar phototoxicity does indeed 
lie in the UVA range, these light 
sources would not be expected to pro- 
duce a tar phototoxicity reaction. 


MATERIALS AND METHODS 
Experimental Design 


This study was designed to quantitate 
the phototoxicity of tar preparations and 
to determine the relative action spectrum 
(UVA vs UVB). Phototoxicity requires the 
interaction of photosensitizer and light. 
Erythema may be considered as the end 
point of a phototoxicity reaction, and the 
energy required to produce a minimal er- 
ythema may be measured. The minimal 
phototoxic dose (MPD) may be defined as 
the energy required to produce a minimal 
erythema at tar(photosensitizer)-treated 
sites. The minimal erythemal dose (MED) 
is the energy required to produce the same 
degree of erythema at untreated (control) 


sites. The ratio of the MED/MPD provides 
us with the phototoxic index (PI). For a tar 
to be phototoxic, the tar-treated site would 
require less engery than the untreated 
control site to produce the minimal er- 
ythema. Thus the MPD would be less than 
the MED, and the PI would therefore be 
greater than one. By using a UVA and 
UVB light source, it is possible to deter- 
mine the PI for each tar, to each light 
source, and to state whether a given tar is 
phototoxic to UVA, UVB, both, or neither. 


Materials 


Light source.-Two light sources were 
used, one that was predominantly UVB 
and the other an intense source of UVA 
with virtually no UVB. 

UVA Light Sources.-The UVA light 
source employed consists of a specially de- 
signed pair of 400-watt high-pressure mer- 
cury discharge lamps, operated horizon- 
tally in front of specular aluminum 
reflectors, and mounted in an air-cooled 
housing. The envelope around these mer- 
cury lamps is glass, and the lamps are fur- 
ther shielded by a tempered glass plate. 
The glass envelope and the tempered glass 
plate filter out virtually all wavelengths 
below 320 nm. A mercury line spectrum is 
produced, with the UVA irradiance peak of 
9.5 mw/sq cm at the 365-nm line. The irra- 
diance is produced evenly (+ 7%) 5.1 em 
from the glass plate, and all exposures 
using this light source were done at that 
distance. The spectral irradiance distribu- 
tion is shown in Fig 1 and in the following 
tabulation: 

When measured at a distance of 5 em, 
the spectral irradiance of UVA light source 
(in mw/sq cm) is as follows: 


365 nm 9.5 
405 nm 4.9 
436 nm 9.0 
546 nm 11.0 
578 nm 13.0 
below 380 nm 10.5 
below 800 nm (total) 58.0 


UVB Light Source. -The UVB light 
source consists of a pair of commercial- 
ly available fluorescent sunlamp bulbs 
mounted 15 em apart and 4.5 em in front 
of a planar specular aluminum reflector. 
These lamps have a continuous output 
spectrum between 275 and 380 nm, with a 
broad peak at 313 nm and very little visible 
and infrared output (Fig 2). An irradiance 
of 290uw/sq cm between 275 and 320 nm 
and 225uw/sq cm between 330 and 380 nm 
is produced evenly over a 15 x 102-cm area, 
in a plane 7.6 cm from the bulbs and paral- 
lel to the reflector. Although there is some 
measurable UV output in wavelengths 
greater than 320 nm, this component is 
negligible in that the MED to UVA is 1,000 


Tar Phototoxicity/ Tanenbaum et al 467 





14 


12 


10 


mw/sq cmenm 


Reread ee ak — 








300 | 350 400 450 500 














550 600 650 700 


Wavelength, nm 


Fig 1.—Spectral power distribution of UVA light source, expressea in milliwatts per 
square centimeter per nanometer, for the frequencies plotted. 
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Fig 2.—Spectral output for UVB light source (two FS 40 bulbs), expressed in micro- 
watts per square centimeter per nanometer, for the frequencies plotted. 


times the MED to UVB. Thus, even at the 
maximum exposure times to the UVB 
source used in this experiment, only 1/500 
of an MED to UVA is delivered. The er- 
ythema produced by this source is, there- 
fore, clearly due to the UVB component. 
The UVA and UVB light source irra- 
diances were measured with a radiometer 
system consisting of a UV-sensitive vac- 
uum photoiode, cosine corrected quartz dif- 
fuser, and calibrated filters for UVA and 
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UVB. The measuring system was checked 
by reference to a calibrated tungsten-halo- 
gen lamp. 

Tars.—The following tar preparations 
were tested: (1) 5% crude coal tar (CCT) in 
petrolatum; (2) 2% CCT in petrolatum; (3) 
1% CCT in petrolatum; (4) coal tar solution 
(CTS)—a 20% solution of coal tar in 80% 
ethanol; (5) Zetar emulsion—a 50% emul- 
sion of washed crude coal tars in a water 
miscible colloidal suspension; and (6) La- 





san’s Pomade—0.4% anthralin in a base 
containing cetyl alcohol, mineral oil, and 
sodium lauryl sulfate, with salicylic acid as 
a preservative. 


Methods 


Fifteen subjects were studied. All sub- 
jects were fair-skinned whites with no per- 
sonal or family history of psoriasis er sun 
sensitivity. In all subjects, tanning was 
minimal; and when present, it was of equal 
intensity on the upper, middle, and lower 
parts of the back. Using opaque tape, the 
subject’s upper and middle part cf the 
back were divided into two, three, o7 four 
compartments of equal size, the numer of 
compartments depending on the siz» and 
contours of the subject's back. To ezch of 
these compartments a tar preparation was 
liberally applied, taking care not to extend 
over onto the adjacent compartment. The 
tars were applied by hand and remained 
on the subject's backs for 90 minutes. Dur- 
ing this 90-minute period, the tar-treated 
sites were shielded with black cloth ard the 
untreated lower part of the back was used 
to determine the minimal erythema dose 
for each light source (MED, and MZD,j). 
For the MED determinations, self-adhe- 
sive aluminum templates with eight aper- 
tures, 2X2-cm area each, were affixed to 
the lower part of the back. Exposure times 
were designed to provide four sites above 
and four sites below the predicted MED. 
The UVA exposure times ranged from 6 to 
60 minutes (3.6 to 36 joules/sq cm). 

At the end of the 90-minute perioc, the 
tars were gently removed using cotton 
pads soaked with 70% alcohol, then lizhtly 
cleaned with cotton pads soaked witk wa- 
ter. Although no attempt was mace to 
leave a film of tar on the skin, cleansing in 
this manner did leave a slight discoloration 
at tar-treated sites. This discoloratior was 
usually not present after 24 hours and did 
not interfere with erythema readings. 

After allowing the tar-treated compart- 
ments to dry fully, the minimal phototoxic 
dose for each light source (MPD, and 
MPD,) was determined. For MPD deter- 
mination, two self-adhesive aluminum 
templates that were identical to those used 
for MED testing were affixed to each tar- 
treated compartment. In each comoart- 
ment, one template was exposed to in- 
creasing increments of UVB, the other to 
increasing increments of UVA. The UVA 
exposure times ranged from 3 to 40 min- 
utes (1.8 to 24.0 J/sq cm); the UVB expo- 
sures ranged from 15 to 195 seconds (3.3 to 
42.9 mJ /sq cm). 

Each subject was examined after 22 and 
48 hours, and in some cases after 72 hours 
as well. The end point for both MED and 
MPD testing was a minimal erythema. 
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This may be defined as a faint erythema 
that entirely fills the 2x2-cm area, with 
four well-defined borders. A perceptible er- 
ythema that did not entirely fill the irra- 
diated sites or did net have well-defined 
borders was not consieered to be the break 
point for the MED or MPD determination. 
The erythema readirzs were done with 
subjects in an upright position and under a 
standard source of ill«mination. 

All subjects were paid volunteers and 
were tested on only ene occasion. An in- 
formed consent was »btained from each 
subject prior tc partic pation in the study 
and after the nature «f the study and the 
procedures involved were fully explained. 


RESULTS 


The results are ouzlined in Tables 1- 
3. Table 1 lists the AED to UVA and 
UVB. The mean MED, was 29.87 mJ/ 
sq em which is comparable to values 
previously reported. The mean MED, 
was 29.98 J/sq em, which is also 
comparable to previously reported 
values.* Table 2 lists the PI values for 
each tar to both UVA and UVB. None 
of the six tars testec had PI > 1 when 
exposed to UVB; while all tars tested 
had Pl>1 when *xposed to UVA. 
Thus the tars were phototoxic to UVA 
only, with P values in all cases at 
confidence levels of < 0.0001. The 
CTS and 5% CCT were the most photo- 
toxic, with PI values of 4.92 and 4.16, 
respectively. Table 3 lists the MPD, 
for the six tars, which is the UVA 
energy required to produce a minimal 
erythema at the tar-treated site. 
Again, CTS and 5% CCT were the 
most phototoxic ane required 7.7 and 
7.8 J/sq em, respect vely. 

Certain observatoons noted during 
this study sheuld b» emphasized. Im- 
mediate tanning (IT) is known to oc- 
cur maximally after exposure to UVA 
and is only weakly produced by expo- 
sure to UVB. The »igmentation pro- 
duced by IT is irtense for a few 
hours, but it may persist for as long 
as 24 hours.* In the three more darkly 
pigmented white subjects, the UVA 
erythema was difficalt to evaluate be- 
cause of the pigmentation produced 
by IT. In these cases, a 48-hour read- 
ing was often help-ul in that by this 
time the IT had faded, leaving behind 
the erythema. In al cases, the degree 
of erythema produ-ed by both UVA 
and UV B was max: mum at 24 hours, 


Arch Dermatol.'Vol 171, April 1975 


ET ENT ET aa IET HUY ON 


Source 
UVA, J/sq cm 
UVB, mJ/sq cm 


Tars 
Tested P 


5% CCT <0.0001 
2% CCT <0.0001 
1% CCT <0.0001 
Zetar <0.0001 
Anthralin <0.0001 
CTS <0.0001 








Subjects PI P 





No. of 
Range Subjects 


21-36 15 
21.75-47.85 15 


No. of 
Subjects 


No. of 


=0.5 
=0.5 
=0.5 
=0.5 
=0.5 
=0.5 


0.98 
0.96 
0.97 
0.99 
0.97 
1.00 


Table 3.—Minimum Phototoxic Dose of Tars Exposed to UVA Irradiation 


Minimum Phototoxic Dose, J/sq cm 


Tars 
Tested Mean 


5% CCT 7.8 
10.2 
17.4 
11.4 
16.2 

7.7 


2% CCT 
1% CCT 
Zetar 
Anthralin 
CTS 


and MED and MPD values that are 
listed were therefore obtained at that 
time. 

Within five minutes after the tar- 
treated sites were exposed to UVA, 
the subjects complained of a burning, 
smarting sensation. This sensation 
was experienced by ten of the 15 sub- 
jects and to some degree was the re- 
action to all six tars, but was most no- 
table when 5% CCT and CTS were 
tested. It was not observed when the 
patients were exposed to UVB or 
UVA alone, or to UVB plus tar, or to 
tar alone. It disappeared with cessa- 
tion of UV A exposure and was not as- 
sociated with any objective erythema, 
papules, or urticarial lesions. 


COMMENT 


Attention was focused on the 
photosensitizing properties of coal tar 
in 1937 when Foerster and Schwartz 
described an industrial outbreak of 
pitch dermititis. Pitch is the residue 
of the distillation of coal tar and was 
used for roofing, insulation, and in 
the manufacturing of briquettes, var- 
nishes, and lamp black. Foerster 





No. of 
Range Subjects 


3.6-12.0 9 
7.2-15.0 
12.0-24.0 
7.2-15.0 
9.6-18.0 
5.4-15.0 


SD 
+3.0 
+3.0 
+4.4 
+2.8 
+8.0 
+3.7 


found that wavelengths of 390 to 500 
nm were capable of producing a pho- 
totoxic reaction; he thought that the 
photosensitizers were the anthracene, 
phenanthracene, and acridine compo- 
nents. Photosensitivity of coal tar 
pitch was elegantly discussed more 
recently by Crow et al; Using a 
monochromater, Crow et al found the 
action spectrum of pitch phototoxicity 
to be in the region of 340 to 430 nm. 
Interestingly enough, Crow et al 
noted an immediate burning sensa- 
tion in patients when tar-treated 
sites were irradiated with UVA. They 
termed this the “smarting reaction” 
and this description corresponds with 
the immediate burning sensation ex- 
perienced by our subjects when tar- 
treated sites were irradiated with 
UVA. Everett and Miller found the 
action spectrum of coal tar phototox- 
icity to lie between 350 to 400 nm and 
were the first to point out the ineffec- 
tiveness of hot quartz ultraviolet 
light in producing this reaction.‘ 
Although the Goeckerman program 
is widely used and its beneficial re- 
sults recently reiterated,’ controlled 
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studies evaluating the relative contri- 
butions of tar and light in psoriasis 
therapy are few. Young," using the 
paired comparison technique, and 
Ellis et al? found that coal tar alone 
was as effective as coal tar plus UVL. 
In both these studies, the light source 
used was unfiltered high-pressure 
mercury lamps, predominantly emit- 
ting 254, 297, 302, 318, 365, and 404 
nm irradiation. Although the MED 
and irradiance of the light sources 
used in these studies are not listed, 
the UVA irradiance of a comparable 
high-pressure mercury source is ap- 
proximately 6 mw/sq cm. Using these 
values and the exposure times used 
by Young and by Ellis (5 to 15 min- 
utes), the UVA irradiation would be 
inadequate to produce a tar phototox- 
icity reaction. The erythema produced 
at these exposure times would thus be 
due to the UVB component. 

Other studies have attempted to 
compare the effectiveness of UVA 
(320 to 400 nm) plus tar to UVB plus 
tar in psoriasis therapy. Bowers et 
al found that unfiltered light from a 
high-pressure mercury lamp plus an- 
thralin was more effective in clearing 
psoriasis than either agent alone, but 
that UVA from the same source (fil- 
tered through glass) was no more ef- 
fective than treatment with anthra- 
lin alone. He does not include either 
the MED or the irradiance of the 
light source, but using the same lamp 
model we found that the irradiance of 
filtered UVA is approximately 5 
mw/sq cm, which at the exposure 
times that were used would by Bow- 
ers be insufficient to elicit a UVA tar 
phototoxicity reaction. 

The role of UVA vs UVB in the 
Goeckerman programs was more re- 
cently investigated by Marsico et al." 
Using a 1% CCT ointment and the 
paired comparison technique, they 
found that UVA was ineffective in 
treating psoriasis when combined 
with 1% CCT and of no additional 
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value when added to the conventional 
Goeckerman (UVB plus 1% CCT) 
technique. The conclusion drawn was 
that UVB and not UVA is the effec- 
tive radiation in the Goeckerman pro- 
gram. The irradiance of the UVA 
light source is provided by the au- 
thors, and using these values the 
maximum single dose of UVA (100 
minutes) can be calculated to be 20 
J/sq cem. We found 1% CCT to be the 
weakest photosensitizer among all 
the tars tested, and in two of five sub- 
jects tested with it, 20 J/sq cm was 
not enough UVA energy to produce a 
phototoxic reaction. Thus, although 
the authors demonstrated that UVB 
plus tar is more effective in clearing 
psoriasis than UVA plus tar, it is 
likely that with the concentration of 
coal tar employed, a UVA tar pho- 
totoxicity reaction did not take place, 
even at maximum exposures to UVA. 

In this investigation a minimal er- 
ythema has been used as the end 
point for a phototoxicity reaction. By 
definition, the energy required to pro- 
duce erythema is less for light plus 
photosensitizer than for light alone. 
It is possible, however, that phototox- 
icity may occur without a visible er- 
ythema and yet still effect epidermal 
proliferation. With erythema as our 
end point, the tars tested were pho- 
totoxic to UVA but were relatively 
weak topical photosensitizers, produc- 
ing MPD values of 7.7 to 17.4 J/sq em 
and PI values of 2.05 to 4.92. In con- 
trast, topical 1% methoxsalen has an 
MPD of 0.25 J/sq em and a PI of 100 
(unpublished data). 

Thus, a high dose of UVA energy is 
required to produce a tar phototoxic- 
ity erythema response, and the inabil- 
ity to clear psoriasis with UVA plus 
tar may have been due to the use of 
light sources providing insufficient 
doses of UVA. As to the mechanism 
by which UVB plus tar improves pso- 
riasis, from our data it would seem 
that a UVB-tar phototoxicity reac- 


tion does not take place. Whether or 
not tar plus UVA, in phototoxic doses, 
would be more effective than the eon- 
ventional Goeckerman program is a 
question that must be settled and is 
presently being investigated in our 
laboratories. 


This investigation was supported by Public 
Health Service grant CA-05003. The UVA light 
source used in this investigation was supplied 
through Dr. Robert Levin, of GTE-Sylvania Co., 
Danvers, Mass. 


References 


1. Goeckerman WH: Treatment of psoriasis. 
Northwest Med 24:299, 1925. 

2. Goeckerman WH: Treatment of psoriasis: 
Continued observations on the use of crude coal 
tar and ultraviolet light. Arch Dermatol 24:446- 
450, 1931. 

3. Crow KD, Alexander E, Buck WHL, et al: 
Photosensitivity due to pitch. Br J Dermatol 
73:220-231, 1961. 

4. Everett MA, Miller JV: Coa! tar and ul- 
traviolet light: II. Cumulative effects. Arch Der- 
matol 84:937-940, 1961. 

5. Perry HO, Soderstrom CW, Schultz RW: 
The Goeckerman treatment of psoriasis. Arch 
Dermatol 98:178-182, 1968. 

6. Everett MA, Sayres RM, Olson RL: Phrsiol- 
ogic response of human skin to ultraviolet light, 
in Urbach F (ed): The Biologic Effects of Ultrav- 
iolet Radiations. Oxford, England, Pergamon 
Press, 1969, pp 181-186. 

7. Ying CY, Parrish JA, Pathak MA: Photoad- 
dition of long wavelength and middle 
wavelength ultraviolet light. JID 00:254, 1973. 

8. Jimbow K, Pathak MA, Fitzpatrick TB: Ef- 
fect of ultraviolet on the distribution pattern of 
microfilaments and microtubules and on the nu- 
cleus in human melanocytes. Yale J Biol Med 
46:411-420, 1973. 

9. Foerster HR, Schwartz L: Industrial derma- 
titis and malanosis due to photesensitization. 
Arch Dermatol 39:55-68, 1939. 

10. Schwartz L, Tulipan L, Birmingham DJ: 
Occupational Diseases of the Skin. 1957, Phila- 
delphia, Lea & Febiger, chap 16. 

11. Young E: Ultraviolet therapy of psoriasis: 
A critical study. Br J Dermatol 81:319-382, 1972. 

12. Ellis DD, Woobridge WE, Weiss RS: The 
treatment of psoriasis with liquor carbonis de- 
tergens, a modification of the Goeckerman treat- 
ment. J Invest Dermatol 10:445-458, 1939. 

13. Bowers RE, Dalton D, Fursdon D, et al: 
The treatment of psoriasis with UVL, dithranol 
paste, and tar baths. Br J Dermatol 18:273-281, 
1972. 

14. Marsico AR, Eaglestein WH: Role of !ong- 
wave ultraviolet light. Arch Dermatol 108:48-49, 
1973. 


Tar Phototoxicity/ Tanenbaum et al 


Effects of Methotrexate Esters 
on Normal and Psoriatic Skin 
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The effect of several lipid-soluble folic 
acid antagonists on DNA synthesis in 
psoriatic and normal skin was studied. 
The skin samples were incubated in vitro 
with methotrexate, dichloromethotrexate, 
and their respective dimethyl esters, fol- 
lowed by exposure to deoxyuridine-^H to 
assay DNA synthesis radioautographical- 
ly. Psoriatic epidermal cells were found to 
be selectively inhibited at lower concen- 
trations (2x10^'M) of these drugs than 
was normal skin. The ester derivatives 
were more active than the parent com- 
pounds, suggesting that increased lipid 
solubility of the compounds may poten- 
tiate their activity. 


he success in treating psoriasis 

with systemically administered 
drugs used in chemotherapy for can- 
cer, particularly methotrexate, '? has 
directed research into finding a way 
to make these drugs or their ana- 
logues effective when applied topi- 
cally.** Implied in this consideration 
is the assumption that critical path- 
ophysiologic pathways are present in 
the skin that can be interdicted by lo- 
cally administered drugs. One such 
pathophysiologic process is the hyper- 
proliferative state of the psoriatic 
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epidermal cell population, reflecting a 


rapid cell cycle with numerous mi- 


toses.' It is most probable that many 
biochemical events within the epi- 
dermis, including carbohydrate* and 
protein metabolism,’ are increased in 
activity as a function of the hyper- 
proliferative state. 

Psoriasis is not known to be associ- 
ated with any systemic biochemical or 
clinical abnormalities, except arth- 
ritic changes. Thus, when a system- 
ieally administered drug such as 
methotrexate, is so effective, it is rea- 
sonable to assume that it works 
directly at the cutaneous level. In 
patients who have received metho- 
trexate therapy, it has been dem- 
onstrated that DNA synthesis is 
selectively inhibited in psoriatic epi- 
dermis compared to the uninvolved 
normal skin of the same patient.'^ In 
these patients a similar inhibition of 
DNA synthesis in epidermis is seen 
following experimental local or intra- 
dermal administration of methotrex- 
ate, thereby negating the necessity 
for systemic drug administration to 
achieve this biochemical effect. In ad- 
dition, blocking of mitoses and lethal 
damaging of epidermal cells is found 
after both systemic and intrader- 
mal administration of methotrexate.* 
Other important mechanisms of 
methotrexate action may be possible 
but have really not been identified. 

Despite the theoretical and experi- 
mental evidence to support the con- 
cept of topical therapy, methotrexate 
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po TENTI TE 


has been ineffective when applied 
directly to psoriatic patches.*''^* Re- 
cently, Johns et al have prepared a 
series of lipophilic dialykyl esters of 
methotrexate and dichloromethotrex- 
ate (Fig 1), the physiochemical prop- 
erties of which differ substantially 
from those of the lipid insoluble par- 
ent drug.'^'* Such compounds might 
be theoretically considered to be more 
active in treating the psoriatic lesion 
topically by virtue of their lipid solu- 
bility, permitting easier penetration 
through the stratum corneum and cell 
membranes. This investigation was 
initiated to test lipid-soluble ana- 
logues of methotrexate in vitro to 
compare their relative effectiveness 
in inhibiting DNA synthesis at the 
cellular level. The assay used might 
be useful in screening many other 
similar compounds for greater in 
vitro effectiveness that would be 
worthwhile candidates for topical 
testing in patients. 


MATERIALS AND METHODS 


The drugs used in this investigation 
were as follows: methotrexate; 3’,5’-dichlo- 
romethotrexate; the dimethyl and diethyl 
esters of methotrexate and dichlorometho- 
trexate; deoxyuridine-6-°H (UdR-?H), with 
a specific activity of 25.8 curies per milli- 
mol; and thymidine methyl-°H (TdR-*H), 
with a specific activity of 20.0 curies per 
millimol. 

A series of four drugs at various concen- 
trations was tested on four separate pa- 
tients who had chronic plaque-type pso- 
riasis. For each experiment, 4-mm punch 
biopsy specimens containing whole epi- 
dermis and part (less than 20%) of the 
papillary dermis were taken from psoriatic 
and uninvolved normal skin of the same in- 
dividual. The biopsy samples were cut into 
four sections and two sections were placed 
in 25-ml Erlenmeyer flasks, containing 5 
ml of Eagle basal medium with Hank salts. 
The medium contained gentamicin sulfate 
100ug/ml; L-glutamine, 280ug/ml; tro- 
methamine buffer (adjusted with hydro- 
. ehlorie acid to pH 7.7) 10.0 millimol; and 
drug, at the appropriate concentration. 
Duplicate samples were tested for control 
and each drug concentration. 

Specimens were preincubated in the 
presence or absence of drug at 37 C for 30 
minutes under 95% oxygen and 5% carbon 
dioxide in a metabolic shaking incubator. 
After 30 minutes of preincubation, 10 mi- 
crocuries of deoxynucleoside was added to 
each flask, either 3.8 x 10-*umol of UdR-*H 
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or 5X 10-*umol of TdR-*H, and incubation 
was continued for two hours. The incuba- 
tion periods were terminated by placing 
the flasks in an ice bath. The tissues 
were prepared histologically for radio- 
autography.” The slides were coated with 
a liquid photographic emulsion (Kodak 
NTB-2) for two weeks, developed, and 
stained. 

The extent of DNA synthesis in the epi- 
dermis of each tissue specimen was deter- 
mined by counting the number of black sil- 
ver grains appearing over the basal cell 
nuclei. Slides were ranked on a rating sys- 
tem of 0 to 3+ defined as follows: 0, less 
than 2 grains per nucleus; 1+, 2 to 10 
grains per nucleus; 2+, 10 to 20 grains per 
nucleus; 3+, greater than 20 grains per 
nucleus (Fig 2). In comparing the effects of 
the various drugs on DNA synthesis in 
each patient, the 0 to 3+ ratings were ex- 
pressed as percent of labeling in the con- 
trol specimens. The Wilcoxon-White two- 
sample rank test! was used to determine 
the statistical difference in drug response 
between normal and psoriatic tissue at 
each drug concentration. 
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RESULTS 
Effect of Various Folic Acid 
Antagonists on DNA Synthesis 


The incorporation of UCcR-H into 
DNA in normal and psoriatic skin de- 
pends on the normal funcioning of 
dihydrofolate reductase, the major 
site of action of methotrexate.'*?* 
Using radioautographic techniques, 
the effect of methotrexate and vari- 
ous lipid-soluble derivatives of meth- 
otrexate on DNA synthesis was mea- 
sured by the degree of incorporation 
of UdR-H into DNA in normal and 
psoriatic epidermis. A series of four 
drugs, each at concentrations ranging 
from 10-*M to 2x 10-*M was tested in 
four different psoriatic patents. The 
results are summarized in the Table. 
For all drugs tested at concentrations 
10-*M to 10-*M, there was a greater 
inhibition of DNA synthesis in the 
psoriatic epidermis as compared to 
normal epidermis. At the higher con- 


Fig 1.—Structures of esters of methotrexate and dichloromethotrexate. 
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Fig 2.—Radioautogrems of normal and psoriatic epidermis in presence and absence of 
dichloromethotrexate. Top left, Normal epidermis incubated with UdR-'H as control 
without drug showing heavy labeling (3+) of an epidermal cell ( x 450). Top right, 
Psoriatic epidermis incubated with UdR-^H as control showing heavy labeling (3 + ) of 
epidermal cells ( x 459). Bottom left, Normal epidermis incubated with 10-'M dichlo- 
romethotrexate and L.dR-H. Heavy labeling (3+) is seen as in control specimen 
(compare to top left) indicating no inhibition of DNA synthesis ( x 900). Bottom right, 
Psoriatic skin incubated with 107M dichloromethotrexate and UdR-H. Partial labeling, 
1+ to 2+ is shown indicating a partial inhibition of DNA synthesis ( x 900). 


Effect of Folic Acid Antagonists on DNA Synthesis in 
Normal and Psoriatic Epidermis 


% of Control DNA Synthesis* 


n ae -’// o 
Drug Tissue 10 *M 107M 2:X107M 10°M 2 X 10°M 
Methotrexate Uninvolved skin 100 942-6 87+6t 443-121 8+5 
Psoriatic plaque 100 80+8 54--10 10-7 0 
Methotrexate- Uninvolved skin 59-121 58+12¢  29-8Tf 11:57 


dimethyl ester Psoriatic plaque ttf — 1054 
Dichlarometho- Uninvolved skin 73-5111 
trexate P-oriatic plaque 36-7 
Dichlarometho- ^ Uminvolved skin 702-71 37—11T 


trexate P-oriatic plaque 16+4 9+2 
dimethyl ester 





* + values represent average percent from four separate patients + standard error of mean. 
t Significant difference (P < .05) between values for normal and psoriatic epidermis. 
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centration of 2x10-*M, complete in- 
hibition of DNA synthesis occurred in 
both normal and psoriatic epidermis. 
The differential effect of methotrex- 
ate at each concentration is illus- 
trated in Fig 3. Compared to the over- 
lying psoriatic epidermis, there was 
decreased sensitivity to methotrex- 
ate and the lipid-solubie derivatives 
in the epidermal appendages, such as 
the sebaceous glands, sweat ducts, 
and hair follicles. 

When normal and psoriatic epi- 
dermis were incubated in the pres- 
ence of 5x10-*M of each drug and 
TdR-H, labeling patterns were ob- 
tained similar to those with UdR-^H 
and TdR-:H in the absence of drug. 
This finding confirms that these 
drugs are acting by limiting the 
availability of the DNA precursor, 
thymidylic acid. 


Effects of Lipid-Soluble Esters 
of Methotrexate 


The lipid-soluble esters of meth- 
otrexate and  dichloromethotrexate 
show significant increases in activity 
at all concentrations tested compared 
to the parent compounds (Table). This 
is best demonstrated when the con- 
centration of 2x 10-'M is examined in 
greater detail (Fig 4). At this concen- 
tration, the dimethyl ester of meth- 
otrexate was approximately 1.6 and 
5.4 times more active than metho- 
trexate in normal and psoriatic epi- 
dermis, respectively; the dimethyl 
ester of dichloromethotrexate was ap- 
proximately 2.0 and 4.0 times more 
active than dichloromethotrexate in 
normal and psoriatic epidermis, re- 
spectively. 


COMMENT 


The results of our study show that 
methotrexate, dichloromethotrexate, 
and the dimethyl esters of these com- 
pounds selectively inhibit DNA syn- 
thesis in psoriatic epidermis to a 
greater extent as compared to normal 
or uninvolved epidermis from the 
same patient. These results confirm 
previous findings of Weinstein and 
Velasco' showing that locally (in- 
tradermally) as well as systemically 
administered methotrexate selective- 
ly inhibits DNA synthesis in psoriatic 
epidermis. This represents a clinical 
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situation in which methotrexate 
exerts a selective action against the 
target cell versus the related normal 
cell population of the host. The reason 
for the selective effect of the meth- 
otrexate analogues on DNA synthesis 
in psoriatic epidermis is not under- 
stood. Several factors might be con- 
sidered: (1) The folic acid antagonists 
may be more readily transported 
across the psoriatic epidermal cell 
membrane. (2) The drugs may have 
a greater affinity for the di- 
hydrofolate reductase in the psoriatic 
cell. (3) There may be a borderline 
funetional level of dihydrofolate re- 
ductase in the psoriatic cell. (4) The 
normal epidermis cell may have en- 
dogenous stores of reduced folate 
coenzymes to circumvent the inhib- 
itory action of the drug. 

The lipid-soluble esters of meth- 
otrexate and dichloromethotrexate 
are more effective inhibitors of DNA 
synthesis than are the parent com- 
pounds in both normal and psoriatic 
epidermis. Whether the enhanced ac- 
tivity of the methylated esters is due 
to a more potent inhibition of the tar- 
get enzyme dihydrofolate reductase 
or enhanced cellular penetration or 
both is not yet known. Present evi- 
dence indicates that the methylated 
esters of dichloromethotrexate and 
methotrexate are less effective than 
the parent compounds as inhibitors of 
dihydrofolate reductase. The meth- 
ylated esters of methotrexate and 
dichloromethotrexate are approxi- 
mately a thousandfold more lipophilic 
than the parent compounds, as mea- 
sured by octanol and water partition 
coeffieients.^ Because of their lipid 
solubility, these agents may have en- 
hanced cellular penetration and reach 
critical target sites within the cell 
that are inaccessible to the lipid-insol- 
uble parent drug. The lipophilic char- 
acter of these methotrexate esters 
may also enhance percutaneous ab- 
sorption and favor the topical use of 
these compounds for the treatment of 
psoriasis. 

Although dichloromethotrexate is 
a more potent inhibitor of mamma- 
lian dihydrofolate reductase than is 
methotrexate”! and has a higher ther- 
apeutic index than methotrexate in 
the treatment of L1210 murine leuke- 
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Fig 4.—Effect of folic acid antagonists at a concentration of 2 x 10— M on DNA 
synthesis in normal and psoriatic epidermis. MTX indicates methotrexate; MTX-DME 
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mia,” it is not an effective drug for 
Systemic use in man because of it's 
rapid oxidation by liver aldehyde oxi- 
dase to an inactive metabolite, 7-hy- 
droxy-dichloromethotrexate." How- 
ever, dichloromethotrexate and its 
methyl ester might offer several im- 
portant advantages as potentially 
useful chemotherapeutie agents for 
the topical treatment of psoriasis. 
The enhanced lipid solubility of 
these compounds over that of meth- 
otrexate may result in enhanced per- 


of MTX; DCM indicates dichloromethotrexate; DCM-DME 


cutaneous absorption and penetration 
of the epidermal basal cell. (Dichlo- 
romethotrexate is ten times more 
lipid soluble than methotrexate; the 
dimethyl ester of dichloromethotrex- 
ate is 16,000 times more lipid soluble 
than methotrexate.) The topical ap- 
plieation of such compounds would 
permit local inhibitory action of the 
dihydrofolate reductase in skin with- 
out having a nonselective action on 
other rapidly proliferating tissues in 
the body. In addition, a drug that was 
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systemically absorbed would be rap- 
idly inactivated by the liver and 
thereby decrease potential systemic 
toxic reaction produced by metho- 
trexate. 

The assumption is made, as stated 
earlier, that a rational mode of attack 
on psoriasis is to interfere with or 
slow down its hyperproliferative cell 
kinetics or both. The chemotherapeu- 
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tic drugs discussed here are all ca- 
pable of this by virtue of their ability 
te inhibit DNA synthesis and thus 
prevent mitoses. 
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Changes in Surface Microtopography 


F. Charles Tring, MD, Lyndon B. Murgatroyd, FIMLT 


Easily prepared adhesive slides have 
been used to obtain surface-layer biopsy 
specimens from psoriasis and other scaly 
dermatoses that occur on the limbs. Pso- 
riasis obliterates the normal skin pattern, 
but the change is not specific. However, 
as psoriasis undergoes spontaneous or 
treatment-induced resolution, the skin 
surface pattern reappears and develops 
through a series of pattern changes that 
closely correlate with the clinical appear- 
ance of the lesion. This method may be 
used to monitor changes in the stratum 
corneum. 


he prodigious variability of human 
skin is of major importance as a 
precipitating factor in the patho- 
genesis of most common dermatoses. 
However, the term “variability” has 
been freely interpreted and cited by 
different authors in different con- 
texts. For example, Medawar’ de- 
scribed a regional microanatomical 
variability that appeared to represent 
the closing stages of embryonic devel- 
opment rather than functional adap- 
tation. On the other hand, Mali? de- 
scribed a physiological variability 
showing that certain skin character- 
istics varied with age, sex, and 
season. 

It is a matter of common observa- 
tion that the skin varies in its proper- 
ties from place to place on the body, 
and certain aspects of this degree of 
morphological variability are indi- 
cated by regional differences in the 
support and elaboration given to dif- 
ferent adnexa. For example, visible 
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hair is mainly restricted to the scalp, 
face, axilla, chest, and pubis. Sim- 
ilarly there are regional differences 
in the rates of regeneration and hair 
growth,’ variations in pigmentation,* 
melanocyte distribution, and perhaps 
most intriguing of all, regional vari- 
ations of microtopography.* 

Following an early recognition that 
direct microscopy of the skin in situ 
was inadequate for revealing fea- 
tures of normal and pathological skin- 
surface structure, various attempts 
were made to overcome this limita- 
tion. The application of replica tech- 
niques first became possible when 
Sampson‘ described a method suitable 
for replicating both dry and moist bi- 
ological surfaces. Successful adapta- 
tion of this method produced clear 
replieas, which showed the skin's sur- 
face in exceptional detail? and dem- 
onstrated characteristic skin pat- 
terns.'? 

Developing almost simultaneously 
with replication, stripping techniques 
soon became a common adjuvant in 
dermatological investigations. While 
replication exactly reproduces the 
skin surface, stripping actually re- 
moves a thin layer of epidermis of 
three to six cells in thickness from the 
surface.' However, both methods 
have confirmed the regular pattern of 
normal skin forming a mosaic, which 
varies from one anatomical region to 
another. 

A study of the microtopography of 
skin is germane to the understanding 
of skin disease, since it is well known 
that most cutaneous lesions start and 
many remain as small, circumscribed 
areas, frequently constant in size and 
shape, irrespective of the nature of 
the disease process." The concept of 
mosaieism of skin was first pro- 
pounded by Whimster.^ He postu- 
lated that the skin is naturally subdi- 


vided into a mosaic of discrete units 
which may become involved in disease 
in an extreme response. Though the 
size of the unit involved may vary 
from region to region, the inter- 
relationship of the units appears to be 
modified by sex differences, age 
changes, and certain disorders of 
keratinization.'* 

Since an understanding of a re- 
gionally specific pattern has been 
somewhat neglected, compared with 
the wealth of experimental evidence 
concerning the specificity of the skin 
appendages, the present study was 
undertaken to demonstrate the evolu- 
tion and modification in the micro- 
mosaic of psoriatic epidermis. 


MATERIALS AND METHODS 


Adhesive slides were prepared by a pre- 
viously described method for skin surface 
biopsy." A glass microscope slide was cov- 
ered with a thin uniform film of adhesive 
monomer, a cyanoacrylate adhesive. The 
sticky slide was applied to the selected skin 
site and held in situ for about a minute. 
This particular adhesive polymerizes rap- 
idly into a transparent film with a similar 
refractive index to glass. The whole pro- 
cess is accelerated by gentle warmth, light 
pressure, and moisture, and produces a 
strong bond to the cutaneous surface. On 
removing the slide a thin continuous layer 
of adherent stratum corneum is stripped 
away from the skin. This layer retains the 
fixed topography and pattern of the par- 
ticular anatomical region (Fig 1). 

This method was used to examine a 
group of 18 subjects selected by strict cri- 
teria from a*large series of psoriaties. All 
the patients were men between 19 and 25 
years of age and each had widely scattered 
discrete psoriasis on the limbs. This 
method was also used to examine four men 
with lichen planus on the limbs and two 
men with pityriasis rosea. All the lesions 
were interspersed with unaffected skin. 
Skin surface biopsy specimens of unaf- 
fected skin taken from the limbs of all the 
participants showed recognizably similar 
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Fig 1.—Normal skin pattern shown by 
medial surface of forearm ( x 12). 





Fig 2.—Psoriatic skin, two days after 
eruption. Lesion present on medial sur- 
face of forearm (original magnification 
x T2). 





Fig 3.—Psoriatic skin on medial surface 
of forearm. Coarse unidirectional primary 
lines are reestablished (original magnifi- 
cation, x 12). 
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Fig. 4—Psoriatic skin on medial surface of forearm. Unidirectional primary lines fully 


established (original magnification x 12). 


Fig 6.—Psoriatic skin. Primary lines and figures are established but pattern is not nor- 
mal. Clinically, lesion appears as flat, faintly erythematous area on medial surface of 


forearm (original magnification x 12). 





patterns. In addition, two patients with 
generalized ichthyosis were examined. 
Each patient with psoriasis received ap- 
propriate treatment with ultraviolet (UV) 
light and varying concentrations of an- 
thralin (dithranol), but one or two lesions 
on each patient were untreated. Adhesive 
slide biopsy specimens were taken from 
different areas of selected treated and un- 
treated lesions at four- to five-day inter- 
vals. After biopsy, the skin-coated slide 
was placed directly in a photographic en- 
larger and transilluminated onto a photo- 
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graphic plate. Magnification x 12 appeared 
to be optimal. 

After transillumination, the skin-coated 
slides were immersed in concentrated sul- 
furic acid for 30 to 60 seconds. All traces of 
sulfuric acid were removed by prolonged 
and careful rinsing of the samples in run- 
ning tap water; they were stained with 1% 
thionine or 1% azure A in aqueous solution 
for one to two minutes. Because of the 
relative thickness of the samples, dehy- 
dration through 70% alcohol, 95% alcohol, 
and absolute alcohol was extended before 





Fig 5.—Typical psoriatic plaque cccur- 
ring in exterior surface of forearm. 





wa 


Fig 7.—Psoriatic plaque (sħown in Fig 5) 
at stage of flattening following treatment 
with anthralin (dithranol) anc UV light. 


finally clearing in xylene. Xylene-moist- 
ened specimens were examined by light 
microscopy and photographed. 


RESULTS 


Surface biopsy specimens obtained 
from psoriatic lesions on the limbs 
showed an almost completely obliter- 
ated pattern (Fig 2) and only the 


Psoriasis/Tring & Murgatroyd 


Fig 8.—Micrograph of normal skin from 
forearm. Several cell-cevered ridges de- 
lineating comparable aseas of polygonal 
cells. Ease of focalization is feature of nor- 
mal skin (1% thicnine ater sulfation with 
concentrated sulfuric acid, 180). 





Fig 10.—Micrcgraph of fully resolved 
psoriatic skin from fcoearm. Ridge-like 
form is reestablished, but cell 
homogeneity and focalization are not 
completely normal (1% thionine after sul- 
fation with concentrased sulfuric acid, 
original magnification = 180). 
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Fig 9.—Micrograph of psoriatic skin 
from forearm. Disorganization of normal 
skin pattern represented by discrientation 
of ridges and cells. Loss of focalization in- 
dicates heightened profile of ridges (196 
thionine after sulfation with concentrated 
sufuric acid, original magnification 
x 180). 
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most prominent primary lines re- 
mained recognizable. Areas showing 
an amorphous appearance represent 
patches of highly adherent scale, 
which is so thickened that transil- 
lumination is restricted. 

À similar appearance was observed 
in lichen planus and pityriasis rosea, 
but there were no features of pattern 
obliteration that enabled a positive 
distinetion to be made between the 
dermatoses. 

Resolving psoriasis was also stud- 
ied by this method. As psoriasis un- 
dergoes resolution, a consistent se- 
quence of changes occurs in the skin 
surface pattern (Fig 3 to 5). The ap- 
pearance of these patterns correlates 
with the clinical changes of the lesion 
rather than with a particular treat- 
ment, ie, similar changes occurred in 
treated and untreated lesions as reso- 
lution took place. The earliest ob- 
served change was the establishment 
of a coarse, unidirectional pattern. 
This appearance corresponded to the 
stage when the lesion became clini- 
cally flattened. The axes of the reap- 
pearing pattern lay along skin cleav- 
age lines. 

Before the site became clinically 
undetectable, a regular pattern ap- 
peared that showed regionally char- 
acteristic features of primary and 
secondary figures (Fig 6 and 7). 

Immediately after transillumina- 
tion, sulfated specimens were exam- 
ined by light microscopy in order to 
obtain a more detailed impression of 
cell orientation. Normal skin and 
unaffected skin from patients with 
psoriasis showed a similar appearance 
of regularly orientated polygonal 
horn cells that were delineated into 
comparable areas by ridges or fur- 
rows of cells (Fig 8). The cells on the 
surface of the ridges and those within 
the intervening areas appeared to be 
uniformly in focus. 

Specimens of psoriatic stratum 
corneum that were treated with con- 
centrated sulfuric acid showed an 
alteration in the orientation of the 
cell-covered ridges and cells within 
the intervening areas (Fig 9). This 
overall appearance indicated that the 
biopsy specimens of psoriatic skin 
varied in thickness and affected the 
depth of focus. As the lesions re- 
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solved, a more homogeneous biopsy 
was obtained and the alignment of 
the stratum corneum cells reverted to 
their more characteristic regularity 
(Fig 10). 


COMMENT 


When Szabo? investigated the de- 
gree of regional variation in skin ar- 
chitecture, he mapped the topography 
of the basal layer of the epithelium 
and concluded that the structural ele- 
ments of the basal layer, the epider- 
mal ridges, and dermal papilla inter- 
lock so as to produce a characteristic 
configuration, which takes the form 
of a grid of diamond-shaped shallow 
grooves. Szabo considered that this 
regular pattern represented a propor- 
tion of the surface topography. 

Similarly, the skin surface shows 
extremely regular patterns of inter- 
locking geometric figures that vary 
from one anatomical region of normal 
skin to another. Though these pat- 
terns are made up of constantly 
changing cellular components, they 
remain more or less constant for a 
particular anatomical site. These geo- 
metrical features may have a func- 
tional importance by permitting ex- 
ceptional tolerance to deformability 
of the inelastic stratum corneum. 

The normal skin pattern becomes 
grossly disturbed in certain scaly der- 
matoses such as psoriasis, lichen 
planus, and pityriasis rosea, but be- 
cause the initial irregularities of the 
pattern appear so similar, they can- 
not be relied on to distinguish equivo- 
cal cases. However, it appears that 
any increased hyperkeratosis of the 
epidermal surface produces a pattern 
composed of large prominent ridges 
(Fig 3). An extreme example of this 
occurrence is shown by a coarse, hon- 
eycomb pattern of large squares that 
characterizes ichthyosis. Kuokkanen” 
commented on a similar appearance 
using a replica reflectance technique. 

The disturbance of the skin pat- 
tern in psoriasis closely correlates 
with the clinical appearance of the 
disease, so that as the lesions undergo 
resolution, a typical regional pattern 
becomes reestablished through a 
series of well-defined stages. 

A skin pattern demonstrated by 
the surface biopsy technique is only 


partially a reflection of the actual mi- 
croanatomy of the stratum corneum. 
It may also be a reflection of the way 
in which the stratum corneum binds 
together, since skin surface biopsy ac- 
tually involves ripping off a segment 
of the horny layer surface and exam- 
ining the ripped surface. Therefore, 
the different ridge patterns (Fig 8 to 
10) might themselves be related to 
the number of layers removed with 
the skin surface biopsy specimens and 
reflect the activity rather than the 
duration of the lesion, ie, in the ac- 
tive, scaly, parakeratotic phase, more 
layers of stratum corneum may be re- 
moved than in the resolving skin. It 
is, therefore, suggested that this 
method of examining the horny layer, 
while not producing specifically iden- 
tifiable changes, facilitates an esti- 
mation of scaliness and monitors 
structural changes in the stratum 
corneum. 
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Acne Mechanica 


Otto H. Mills, Jr, MA, Albert Kligman, MD, PhD 


The term acne mecaanica designates 
local exacerbations due to pressure, fric- 
tion, rubbing, squeezing, or stretching. 
Examples are civen c various physical 
traumata that provoke @sions in acne pa- 
tients. The precipitating causes of stress 
are diverse, they incluce articles of cloth- 
ing (tight straps and belts), recreational 
accouterments (football shoulder pads), 
or occupational pressure (rubbing of back 
in truck drivers). 

Sealing acne-bearing skin under adhe- 
sive for two weeks regularly induced new 
inflammatory lesions, which derived from 
the rupture of microcemedones that are 
not visibie to the naked eye. 


A" is a multifacorial disease; no 
single agent explains its cause. 
The sum of many “actors acting in 
concert determine whether the mani- 
festations will be m ld or severe. The 
intrinsic contributors to causation in- 
clude inheritance, seborrhea (come- 
dogenic and toxic substances are 
present in sebum and androgen 
status (in females, ower circulating 
levels of testosterone account for less 
oiliness). 

To these faetors may be added ex- 
trinsic factors that influence the ex- 
pression of the dsease. Clinicians 
do not always agree on their relative 
importance, but a -ypical inventory 
might include emotions (acne is ex- 
acerbated by stress) exposure to topi- 
cal acnegenic substances (cosmetics, 
grooming agents, soaps, shampoos, 
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Fig 1.—Wearing of turtleneck sweater 
for six days results in active papular and 
cystic lesions in area of friction. 


and sunscreens variably contain sub- 
stances that can cause comedones in 
patients with acne), ingestion of ac- 
negenie drugs (corticosteroids or io- 
dides), and hot, humid climates (trop- 
ical acne). 

In this report we wish to emphasize 
another extrinsic factor that clearly 
intensifies acne, namely mechanical 
forces. Among these are pressure, 
tension, friction, stretching, rubbing, 
pinching, or pulling, or almost any 
type of mechanical stress on the skin. 
We propose the name "acne mechan- 
ica" for aggravation of the disease in- 
duced in this manner. 

The observation that various physi- 
cal forces can intensify the disease is 
certainly not new. Stokes and Stern- 
berg: included chin fondling and sup- 
porting the chin and head with a fist 
under the heading of "the contact in- 
oculation factor.” Pillsbury et al? used 
the term "aene salute" to describe the 
patient's repeated action of raising 
the hand to the face. Sulzberger and 
Witten? reveiwed the physical factors 
in their discussion of the manage- 





ment of acne. The phenomenon is 
more frequent and more important 
than is generally appreciated; the lit- 
erature on the subject is not abun- 
dant. 


SUBJECTS AND METHODS 
Clinical Survey 


For the past three years, we have been 
searching for evidence of aene mechanica 
in patients attending the acne clinic at the 
Hospital of the University of Pennsylva- 
nia. This search required interrogation re- 
garding personal habits, hobbies, sports, 
and occupations, as well as identifying pe- 
culiar patterns of localization. We estimate 
that over 1,500 patients have been cursor- 
ily surveyed with this object in mind. 


Experimental Induction 


Ten adolescents with moderately severe 
acne of the face and back served as volun- 
teers. 

A 2-inch square of cloth-backed adhesive 
tape was placed over the scapula on one 
side. We purposely selected sites where le- 
sions were minimal. There was little more 
than a scattering of comedones and a small 
papule or two. The tape was firmly fixed 
to the skin by spraying medical adhesive 
around the square and sealing the area un- 
der additional overlapping strips of the 
same tape. The tape was removed after 
one week and an identical dressing reap- 
plied for one more week. Biopsy specimens 
of newly provoked lesions were taken from 
four subjects. 


RESULTS 
Clinical Observations 


Our records for the past three years 
are not in the form that permit sub- 
stantive epidemielogic analysis of the 
prevalence rates. Moreover, the rep- 
ertory of provocative factors was 
larger than we originally supposed. It 
is best, therefore, to present the ob- 
servations didactically, sorting out 
the cases aecording to the mechanical 
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Fig 2.—Minimal acne lesion distribution Over scapula. 


forces most likely to be aggravating 
in a particular region. 

First, we would estimate that me- 
chanical faetors play an intensifying 
role in at least 15% of cases needing 
treatment by a physician. 

Second, mechanical stresses have 
the capacity to precipitate lesions in 
direct proportion to the severity of 
the disease. Mild acne, notably the 
comedonal type, is scarcely or not at 
all influenced by such stresses. Con- 
versely, in highly inflammatory acne, 
relatively moderate stresses may pro- 
voke crops ef intensely inflamed pap- 
ules and nodules (Fig 1). The presence 
of severe acne is a clear signal of 
vastly increased susceptibility to ag- 
gravation of the disease by mechan- 
ical forces. 

Third, the exacerbations take the 
form of inflammatory lesions, pus- 
tules, papules, and even nodules. 
Physical forces do not induce come- 
dones. A regional classification of 
acne mechanica is given in the Table. 


Experimental Induction Results 


After one week, five of the ten sub- 
jects showed an increase in the num- 
ber of inflammatory lesions in the 
sites that were covered with 2-inch 
squares of adhesive tape. At 14 days, 
seven subjects showed a clear-cut ag- 
gravation of the disease; a variable 
crop of new pustules and papules was 
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Fig 3.—Cysts, papules, and pustules are prominent within area 


covered by adhesive tape for two weeks. 






Support of head with hands 
Friction from hands or fingers 
Chin straps 
Football helmets 
Hockey and wrestling head- and 
face-guards 

Motorcycle fact- and head-protectors 
Dress or athletic forehead bands 
Hard or soft hats 

Neck 
Shirt collars 
Backpacks and straps 
Turtleneck shirts and sweaters 

Shoulders 

Football pads 
Backpack straps 
Surgical tape 
Orthopedic casts 
Tightly tailored shirts 


provoked. The stressed skin stood out 
in clear contrast to the surrounding 
skin (Fig 2 and 8). Biopsy specimens 
from four patients after 14 days 
showed a picture typical of acne, 
namely, a horny kernel (micro- 
comedo) in a ruptured follicle, filled 
with neutrophils, surrounded by a 
far-flung perifollicular abscess. Come- 
dones visible at the time of taping 
showed no tendency to blow up. 


COMMENT 


Mechanical stresses are a particular 
hazard for subjects who are seriously 
afflicted with the disease. Worsening 


Regional Classification of Provocative Factors 


scc m uU 










Orthopedic casts 

Surgical tape 

Shirt sleeves 
Back 







Chairs 

Bus, car, or truck seats 

Orthopedic braces and casts 

Bras 

Confinement to bed 

Wide belts 

Backpacks and straps 
Chest 

Wrestling 

Football pads 

Orthopedic casts 

Buttocks 
















Chairs 
Bus, car, or truck seats 






acne takes the form of crops of in- 
flammatory lesions, mainly papules 
and pustules. Protracted pressure 
may even provoke deeply inflamed 
nodules. Vivid examples of the tre- 
mendous impact of such stresses are 
provided by the Vietnam experience 
with tropical acne. This disorder usu- 
ally began and was often most severe 
in pressure areas under heavy packs 
carried on the back, or where straps 
persistently traumatized the skin. The 
inflammatory lesions derive from the 
rupture of incipient comedones that 
are not yet large or old enough to be- 
come grossly observable. 
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Fig 4.—Acne lesions on forehead and 
cheeks as a result of wearing football hel- 
met. 


The  esions experimentally pro- 
voked bg taping fit this conception. 
The new lesions were inflammatory 
papulopustules, more numerous at 
two weeks than at one. 

A formal analysis of the exact 
kinds o^ force that lead to follicu- 
lar fractures is beyond the scope of 
this repert. Persistent pressure from 
straps, Delts, packs, seats, or tight 
clothing is easily identified as the pre- 
dominart type of causative stress. 

Friction and tension are also causa- 
tive facors in many instances. The 
adhesive-induced lesions were not due 
to the effect of occlusion. Merely cov- 
ering the skin with an impermeable 
film of plastie wrap, taped at the 
edges for two weeks, presented no 
new lessons. On the other hand, acute 
traumata, blows, anc crushing wounds 
do not =em part of the acne mechan- 
ica scerario. 

We hasten to adc that excoriation 
and mutilation of existing individual 
lesions are definitely not included 
in acne mechanica. Self-induced ag- 
gravation of lesions from picking, 
squeeziag, digging, and excoriating’ 
is a spezial type of activity that often 
has an intense emotional overlay. 
This is not to say that an element of 
self-induction is rever present in 
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some types of acne mechanica. In- 
deed, various habits and body pos- 
tures are common sources of trouble. 
Physieians would do well to become 
more sensitive to unconscious behav- 
iors that worsen acne. Many patients 
rest their heads on their hands in a 
characteristic way while studying or 
reading. When the patient is thor- 
oughly engrossed in various mental 
pursuits, hand pressure may be ap- 
plied to exactly the same spot, day af- 
ter day. Watching television in an im- 
mobilized, transfixed state for hours 
each night creates one of the most 
frequent opportunities for resting the 
head in the hands in a particular way. 
The distribution of lesions will tell 
whether one or both hands are used 
and where they are placed. Such hab- 
its are largely unconscious. As soon as 
the aggravating role of the hands is 
spotted, the physician must try to in- 
terrupt the habit by making it con- 
scious, and issuing an authoritative 
cease-and-desist order. 

Other patients are rubbers and 
kneaders of a particular area of facial 
skin; they are often surprised when 
this activity is brought to their at- 
tention. These tic-like manipulations 
are often difficult to stop, being so 
automatically performed. University 
students, who compose much of our 
sample, are particularly likely to rub, 
stretch, and knead a specific area of 
the skin when studying for examina- 
tions, a stressful time, to say the 
least. While we accept a contributory 
role for emotions in acne, occasional 
exacerbations in anxiety-producing 
situations can often be better ex- 
plained by the activities of the hands 
rather than by the mysteries of the 
psyche. 

Once aware of the frequency of 
acne mechanica, the physician will 
find that the patient himself presents 
the decisive diagnostic detail. The key 
feature is an unusual distribution pat- 
tern. This feature immediately sug- 
gests external forces rather than the 
natural expression of the disease. A 
swath of inflammatory lesions across 
the forehead implicates a headband 
of some sort, a hat, or a headress (Fig 
4). Intensified, symmetrical lesions 
over both shoulders enables one to 


pronounce with Sherlockian sureness 
that the patient plays football. Like- 
wise, certain patterns on the trunk 
will disclose a recent medical experi- 
ence—a plaster of paris cast, or adhe- 
sive tape bandages for injuries or op- 
erations. 

Thinking about acne mechanica al- 
lows the right questions to be asked, 
and often furnishes the opportunity 
for helpful advice. The sovereign pre- 
scription is proscription; stop the 
mechanical force. Considerable in- 
genuity may be involved when, for 
example, the mechanical stress is oc- 
cupational, for example, a truck 
driver whose back is traumatized all 
day by pressure against a hard, tall 
backrest. 

It should be emphasized that acne 
mechanica is a complication of acne 
vulgaris; the underlying disease 
would be present in any event. The 
added physical forces merely inten- 
sify the disease in the exact areas 
where these forces are applied. Be- 
cause acne patients have a special 
predisposition to develop lesions from 
all acnegenic stimuli, chemical and 
physieal, one may sometimes encoun- 
ter lesions in unusual places, for ex- 
ample, on the buttocks, an area that 
one usually does not think of as the 
natural territory of the disease. Yet 
young acne patients, such as serious 
students, who sit for long hours in 
one place, will often show lesions pre- 
cisely localized to pressure areas. A 
waistline distribution is a tip-off to 
the wearing of tight, wide belts. 

Prophylactic measures against acne 
mechanica are very worthwhile, for 
the inflammatory lesions are often 
violent enough to leave scars in their 
wake. Finally, mechanical stress can 
sometimes evoke follicular inflamma- 
tory reactions in patients without 
acne. 
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Mechlorethamine Desensitization in 


Therapy for Mycosis Fungoides 


Topical Desensitization to Mechlorethamine (Nitrogen Mustard) 


Contact Hypersensitivity 


Victor S. Constantine, MD; Zvi Y. Fuks, MD; Eugene M. Farber, MD 


Five patients with mycosis fungoides 
who had deveioped contact dermatitis to 
a nitrogen mustard, mechlorethamine hy- 
drochloride, even in low concentrations (1 
to 5 mg/100 ml), received daily total-body 
applications of extremely dilute solutions 
(0.01 to 0.1 mg/100 ml) of mechloretha- 
mine. The concentrations of the drug 
were approximately doubled weekly if the 
patient could tolerate it, or they were 
raised more slowly if the patient could 
not. 

Attempts to desensitize one patient 
were discontinued since he was unable to 
tolerate a greater concentration than 1.0 
mg/100 mi after trying for one year. An- 
other patient was able to tolerate a con- 
centration of 3 mg/100 ml after three 
months, at which time his skin had com- 
pletely cleared and treatment was 
stopped. Three other patients were de- 
sensitized during a period of 8 to 13 
months to the point of tolerating the full 
therapeutic concentration used in our 
clinic (20 mg/100 ml) without experienc- 
ing dermatitis or pruritus. 


———— ae ee eee 

Accepted for publication Oct 1, 1974. 

From the departments of dermatology (Drs. 
Constantine and Farber) and radiology (Dr. 
Fuks), Stanford University, Stanford, Calif. 

Reprint requests to 888 Oak Grove Ave, Menlo 
Park, CA 94025 (Dr. Constantine). 


484 Arch Dermatol/Vol 111, April 1975 


f pc mechlorethamine hydro- 
chloride therapy for mycosis 
fungoides (MF) was described almost 
20 years ago." Its use has been in- 
creasing in the United States since 
the first report of Haserick et al in 
1959. It was usually used inter- 
mittently, a course of therapy consist- 
ing of daily applications for a week or 
two.' Recently, however, Van Scott 
and Kalmanson® have described a 
more aggressive approach consisting 
of continuous total-body treatment 
over long periods of time. They found 
that this method was tolerated with- 
out serious complication and produced 
the best results. This has also been 
our experience in the Stanford Uni- 
versity Medical Center Mycosis 
Fungoides Clinic. 

With the exception of one reported 
case of anaphylactoid reaction® and 
three reported cases of urticaria,’ con- 
tact dermatitis presents the only ma- 
jor problem in topical mechloretha- 
mine therapy. Waldorf et al’ have 
shown that the contact dermatitis to 
nonvescicagt concentrations of me- 
chlorethamine used for topical treat- 
ment of MF is a manifestation of 
delayed hypersensitivity. Approxi- 
mately one third of the patients 
treated with topically applied mechlor- 


ethamine developed allergic contact 
dermatitis? Although delayed hyper- 
sensitivity per se was found to be 
beneficial in resolving the lesioas of 
MF» the severe contact dermatitis in- 
volving the entire skin becomes zn in- 
tolerable and possibly dangerous 
situation. In many cases, the full 
therapeutic potential of topically ap- 
plied mechlorethamine «cannot be 
achieved until this problem is sclved. 
Van Scott and Kalmanson? have 
developed an intravenous (IV) tech- 
nique for desensitization that was 
completely successful in 17 out of 19 
patients and partially successful in 
the remaining two. This method, 
however, is potentially hazardous and 
requires hospitalization for a period of 
up to four weeks. 

We have used a simple and safe 
out-patient technique for desensitiza- 
tion to mechlorethamine eontact hy- 
persensitivity that was found to be 
successful in four out of five patients. 


PATIENTS AND METHODS 
Patients 


Five male patients, ranging in age from 
46 to 70 years (average age was 52), who 
had a proven case of MF and who attended 
the MF Clinic at Stanford University Med- 
ical Center participated in this study. They 
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had been under treatment with 20 mg/100 
ml of topically appliee mechlorethamine 
for limited plague (plaques involving less 
than 50% of the skin) orgeneralized plaque 
(more than 50%of the skin) stages of MF, 
according to the classiication of Fuks et 
al* The duration of treatment with topi- 
cally applied meehloretkamine prior to sen- 
sitization was two weeks to eight months. 
The diagnosis ef contact dermatitis was 
made on clinica! grouncs. In each case, the 
patient had an acute generalized derma- 
titis involving the a»eas treated with 
mechlorethamine. 

Two of the patients (patient 1 and pa- 
tient 3) had previousl- received electron 
beam therapy, but their disease had re- 
curred. One patient (case 1) had previously 
undergone an attempt at desensitization 
with daily intradermal injections starting 
with 5ug/day amd increments of 5ug/day. 
After the fourth injection, all the injected 
sites developed vesicuar dermatitis, and 
the procedure was discentinued. Two other 
patients (case 4 and case 5) had undergone 
attempts to induce specific immunologic 
tolerance by the methcd of Van Scott and 
Kalmanson,° buzthese »rocedures were not 
done precisely in the same manner as de- 
scribed in the report. Both patients re- 
ceived their initial IV injection of 200ug. 
Subsequent imjections, however, were 
given by their bometovm physician who in- 
jected only 100mg per week. One patient 
(case 5) received a totzl of five injections, 
the other only four. 


Desensitizatien Method 


When the diagnosis of contact derma- 
titis to mechlorethamme was made, the 
medication was immed-ately discontinued. 
The patient was treated with 0.1% triam- 
cinolone eream that wzs applied to the en- 
tire body three to four ames a day and was 
given hydroxyzine for control of pruritus. 
By the subsequent vist to the clinic two 
weeks later, the dermatitis had usually 
cleared and treatmen was started with 
daily applications of 0.91 to 0.1 mg/100 ml 
of mechlorethamine to-the entire body. 

The patient was irstructed to shower 
each evening, t:orougHy washing the skin 
with a nonsuperfattec soap. He was pre- 
scribed mechlorethamme (Mustargen Hy- 
drochloride) in 19 mg veals which he diluted 
immediately prior to applieation to the 
clean, dry skin. A plastic disposable sy- 
ringe with a needle wzs used to obtain the 
appropriate mechlorethamine dilutions 
with tap water. Approximately 50 ml of 
the final dilution was used to paint the en- 
tire cutaneous surfac=, except the hairy 
scalp, using the patiert’s hand or a small 
paint brush. Inaccessible areas were 
painted by anether pæson using a gloved 
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hand or a soft paint brush. The perineum 
and axillae of male and female patients 
and inframammary areas of female pa- 
tients sometimes became irritated. When 
this happened, these areas were painted 
with one half the dilution used on the re- 
mainder of the skin. 

If the patient was able to tolerate it, he 
used the initial dilution for one week and 
then doubled the concentration for the 
next week. Each subsequent week, the con- 
centration was doubled or nearly doubled 
until the concentration of 10 mg/100 ml 
was attained. Then the concentration was 
slowly raised during the next four weeks 
to attain the final concentration of 20 
mg/100 ml (one vial of mechlorethamine 
dissolved in 50 ml of water). 

When treatment with a new concentra- 
tion resulted in generalized pruritus or 
dermatitis, it was discontinued and the 
previous concentration was used for an ad- 
ditional week. Usually the increment was 
tolerated after that. Occasionally, the pa- 
tient had to fall back to the previous dilu- 
tion again and subsequently use a smaller 
increment than double the previous con- 
centration. 


OBSERVATIONS 


As indicated above, all five patients had 
developed contact dermatitis to 20 mg/100 
ml of mechlorethamine. The following ac- 
count of each case begins with the desensi- 
tization attempt. 

Case 1.—Patient 1 was initially treated 
with 0.05 mg/100 ml of the drug, which he 
was unable to tolerate. Treatment was 
then started with 0.01 mg/100 ml on Jan 
27, 1972. It took until March 23, 1972, to 
work up to 0.1 mg/100 ml. After that he 


was able to proceed faster, and by April 20, 


1972, he was up to 10 mg/100 ml, which he 
used intermittently. On Aug 17, 1972, his 
skin was completely free of MF lesions and 
therapy was discontinued. On Oct 19, 1972, 
new MF plaques appeared, and he was 
patch tested to various dilutions of mechlor- 
ethamine, and had a negative reaction. 
He resumed treatment with 10 mg/100 ml 
of the drug on Nov 4, 1972, and raised it to 
20 mg/100 ml by the following month. By 
Feb 1, 1978, his skin was again clear of 
MF lesions, but application of mechlor- 
ethamine was continued three times a 
week. When he was last examined in Octo- 
ber 1974, the patient was still using 20 
mg/100 ml of the drug, with no pruritus or 
irritation to the skin. 

Case 2.— Patient 2 developed contact der- 
matitis to 0.1 mg/100 ml but was able to 
tolerate a concentration of 0.05 mg/100 ml, 
and treatment-withthis concentration was 

By July 13, 1972, 
m of 0.2 mg/100 
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ml, without symptoms. By Aug 3, 1972, he 
was using 0.6 mg/100 ml. By Sept 23, 1972, 
he was using 3 mg/100 ml without symp- 
toms; at this time his skin was completely 
clear of MF lesions, and the mechloretha- 
mine therapy was discontinued. There has 
been a total remission until the present 
time. On May 22, 1974, open patch tests 
were performed with mechlorethamine 
that ranged in concentration from 0.1 to 10 
mg/100 ml; all of the tests were strongly 
positive. 

Case 3.—Patient 3 was able to tolerate a 
concentration of 0.1 mg/100 ml starting on 
March 22, 1973. By May 10, 1973, he was 
using 0.5 mg/100 ml, with moderate gener- 
alized pruritus. He continued to experience 
pruritus while increasing the concentra- 
tion. By Aug 9, 1978, he was using 5 
mg/100 ml, but repeated attempts to in- 
crease the concentration resulted in severe 
pruritus and mild dermatitis. On Sept 21, 
19783, he was still using 5 mg/100 ml but 
without experiencing pruritus. The concen- 
tration was raised to 6 mg/100 ml, and 
inereases in concentration were subse- 
quently made in smaller steps. He con- 
tinued to increase the concentration and 
was able to tolerate 20 mg/100 ml without 
any symptoms by May 1974. He continues 
to use 20 mg/100 ml daily. 

Case 4.—Prior to  densensitization, 
patient 4 was patch tested to various 
mechlorethamine concentrations. He re- 
acted positively to a test with 2 mg/100 ml 
of mechlorethamine and higher concentra- 
tions but not to 0.5 and 0.1 mg/100 ml (Fig 
1). Therefore, treatment was started with 
0.1 mg/100 ml on July 9, 1973. When the 
patient was seen on July 19, 1973, he had a 
mild, generalized contact dermatitis, and 
the treatment was stopped. On Aug 6, 
1973, treatment was restarted with me- 
chlorethamine, this time using a concen- 
tration of 0.01 mg/100 ml, which he toler- 
ated. The patient was a highly motivated 
and intelligent executive who persisted in 
carrying out our instructions in the face of 
recurrent generalized pruritus and occa- 
sional dermatitis. 

Table represents a summary of his de- 
sensitization, listing the dates of his visits 
to the clinic, the mechlorethamine concen- 
tration he was using, and the change in 
concentration on each visit. Concentration 
changes between visits were carried out or 
attempted by the patient on a weekly 
basis. Desensitization proceeded unevent- 
fully until a concentration of 0.08 mg/100 
ml was reached. At this point, the patient 
again developed a contact dermatitis, and 
it took him about two months to be able to 
tolerate a drug concentration of 0.1 mg/ 
100 ml. After that, however, he had little 
trouble increasing the concentration to 20 
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Fig 1.—Patient 4 showing results of 
open patch tests to 0.1 to 10 mg/100 ml of 
mechlorethamine prior to onset of topical 
desensitization. 


mg/100 ml, which he is currently using. 
Figures 2 and 3 show his skin lesions as 
they appeared prior to onset of desensiti- 
zation and at the time he had worked up to 
applications of 20 mg/100 ml. By May 1974, 
he had attained total remission (Fig 4). 
The patient was last seen in November 
1974, and his disease continues to be in to- 
tal remission. 

Case 5.—Case 5 is considered a desensiti- 
zation failure. On Jan 4, 1974, patient 5 
was instructed to start application of 0.01 
mg/100 ml of mechlorethamine, but due to 
an error he used 0.01 mg/100 ml and devel- 
oped dermatitis. Desensitization was again 
started on Feb 2, 1974, with 0.01 mg/100 
ml, which he tolerated for three weeks. 
Doubling the concentration caused mild 
pruritus, but he continued until a concen- 
tration of 0.08 mg/100 ml was reached, 
which he could not tolerate due to a mild 
dermatitis. He was using 0.04 mg/100 ml 
when examined on May 9, 1974. He had 
pruritus and a few areas of mild derma- 
titis. 

By August 28, he was using 0.6 mg/100 
ml, with persistent pruritus and mild der- 
matitis. His MF, however, was in complete 
remission. By Dec 20, 1974, he was using 
1.0 mg/100 ml, with moderately severe der- 
matitis. At that time the mechlorethamine 
therapy was discontinued. 


COMMENT 


Desensitization to  mechloretha- 
mine for topical treatment of MF 
might be defined as the induction of 
tolerance to a therapeutic concentra- 
tion of mechlorethamine. It is not 
clear, however, what a minimal thera- 
peutic concentration is. Case 2 illus- 
trates this problem. Patient 2, who 
developed contact dermatitis to a 0.1 
mg/100 ml solution was able to toler- 
ate a 3 mg/100 ml solution that in- 
duced complete remission of his MF. 


n, and only hyperpigmentation persists in previous MF »laques 





Fig. 2.—Patient 4 showing some MF lesions when mechlorethamine therapv was 
discontinued due to the development of contact hypersensitivity (5/18/73) by that date 
he had received only three weeks of top cal therapy with 20 mg/ml of mechloretha- 





Fig. 3.—Patient 4 showing skin lesions near end of desensitization period when he was 
using 14 mg/100 ml of mechlorethamine. 


Fig. 4.—Patient 4 about eight weeks following completion of desensitizaiion; MF is in 
complete remissio 
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In 1972. we had not adopted the prac- 
tice of indefimite maintenance ther- 
apy, therefore the mechlorethamine 
therapy was discontinued. 

Since we cannot clearly define de- 
sensitization, we also cannot accu- 
rately delineate the desensitization 
period. t took patient 2 three months 
to attaia tolerance of a concentration 
of 3 mg/100 ml and total remission. 
In the three other successful cases, it 
took 8, 2, and 13 months for the pa- 
tients te work-up to 20 mg/100 ml. In 
each of these cases, there was an ap- 
parentl- critieal range of drug con- 
centration that required two to three 
months to overcome. After these dif- 
ficult periods, each patient was able 
to proceed easily with increasing the 
concentration. It is difficult to sur- 
mise at what point each would have 
had a negative patch test to 20 mg/100 
ml mecalorethamine. 

The critical ranges of concentration 
were 0.22 to 9.05 mg/100 ml, 0.04 to 
0.1 mg/100 ml, and 0.5 to 6 mg/100 ml 
of the drug for the three cases. It 
seems hat the critical range for pa- 
tient 5 started at 0.04 mg/100 ml. It 
is not dlear whether continued effort 
during a longer period might have 
been fruitful. 

It seems that once started, the de- 
sensitization procedure should not be 
interrupted. Patients 1 and 2, while 
toleratmg 0.05 and 12 mg/100 ml of 
the drag, respectively, discontinued 
applicazion of the drug for one week 
each. Following resumption of treat- 
ment, »oth experienced pruritus. 

As ezn be noted from the case sum- 
maries the desensitization schedule 
was somewhat different for each pa- 
tient. n addition, each patient used 
his owa method of achieving the de- 
sired dilution. In view of our experi- 
ence w:th these cases, we have devel- 
oped a simplified desensitization 
schedwe. Each patient is given a plas- 
tic 10-ml syringe with which he mea- 
sures &) ml af tap water into each of 
four glasses. A 10 mg vial of mechlor- 
ethamme is diluted with 10 ml of tap 
water and added to glass number 1. 
After thoroughly mixing, 10 ml is 
withdrawn from glass 1 and added to 
glass 2 Similarly, 10 ml is transferred 
from glass 2 to glass 3, and from glass 
3 to glass 4. The final concentration in 
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glass 4 is 0.01 mg/100 ml. The patient 
uses about 50 ml of this dilution for 
daily applications for one week. Fol- 
lowing this he approximately doubles 
the concentration every week and 
proceeds as described above. 

Using IV injections, Waldorf et al’ 
were able to produce unresponsive- 
ness to topical application of mechlor- 
ethamine in three of eight cases in 
which this procedure was attempted. 
With improved techniques, Van Scott 
and Kalmanson* were able to com- 
pletely desensitize 17 out of 19 pa- 
tients. We do not propose abandoning 
the IV method of desensitization. A 
distinct advantage of the IV tech- 
nique is its rapidity (two to four 
weeks). The topical method takes 
many months and requires intelligent 
cooperation by the patient. 

Topical desensitization, however, is 
safer than intravenous infusion of an 
allergen. Although one case of an 
anaphylactoid-type reaction has been 
reported following the topical appli- 
cation of mechlorethamine,' this type 
of reaction is extremely rare. A dis- 
tinct advantage of the topical method 
is that hospitalization is not required. 
In fact, some of our patients did not 
lose a single day’s work during the 
entire desensitization period. 

We are not certain whether or not 


valuable treatment time is lost dur- 
ing the several months of desensitiza- 
tion. All of our patients, however, 
showed improvement during the 
months of desensitization. This could 
be due to the beneficial effect of the 
usually subclinical and occasionally 
mild clinical delayed hypersensitivity 
reaction. The therapeutic effect of 
overt contact dermatitis on mycosis 
fungoides plaques has been clearly 
demonstrated.* Furthermore, highly 
dilute mechlorethamine solutions 
may still possess therapeutic value. 

In a number of patents, we at- 
tempted to induce specific immuno- 
logic tolerance to meehlorethamine 
prior to the initiation of topical 
mechlorethamine therapy. The proce- 
dure used was exactly as that de- 
scribed by Van Scott and Kalman- 
son, whieh is based on the 
Sulzberger-Chase phenamenon.” This 
phenomenon is manifested by the 
inability of adult guinea pigs to de- 
velop a contact dermatitis to a simple 
chemical by the systemic adminis- 
tration of the chemical prior to expo- 
sure to the skin. 

Intravenous injections of 200ug of 
mechlorethamine are given weekly 
for five weeks, with initiation of daily 
topical applications of 20 mg/100 m! 
of mechlorethamine at the time of the 


Mechlorethamine Desensitization in Case 4 


Mechlorethamine 


Concentration, mg/100 ml* 


Date of 
Clinic Visit. 


5/18/73 


Current 


Starting 


Contact dermatitis 


Patch test positive 
to 2 mg/100 ml of 


mechlorethamine; nega- 





7/9/73 
7/19/73 
8/6/73 
8/16/73 
9/14/73 
10/12/73 
11/9/73 
12/14/73 





tive to 0.5 mg/100 ml 
Contact dermatitis 
Danai mild 


Pruritus 
Pruritus, mild 


Total remission of MF 


* Current indicates mechlorethamine concentration being used at time of visit; starting 
indicates that prescribed on that visit. Weekly concentration changes were carried out or 


attempted by patient. 
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fourth injection. At the time of their 
report, these investigators’ had 12 pa- 
tients who had received such injec- 
tions and none had become sensitized. 

To date, we have injected five pa- 
tients, four of whom developed con- 
tact dermatitis: two had a positive 
open patch test to 5 mg/100 ml of 
mechlorethamine and the two reacted 
positively to a concentration of 10 
mg/100 ml. In two other cases, treat- 
ment was started with initial IV in- 
jections of 200ug of mechlorethamine, 
and the patients were to receive sub- 
sequent injections from their home- 
town physician. One patient (patient 
4) received only 100ug weekly for 
three more weeks, and the other (pa- 
tient 5) received 100ug/week for four 
more weeks. Both developed contact 
dermatitis. Our results have not been 
as good as we had hoped. 

The immunologic mechanism in- 
volved in topical desensitization is not 
clear. In 1932, Maisel" reported the 
case of a man who apparently de- 
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sensitized himself to Rhus antigen by 
bathing daily in water containing in- 
creasing numbers of drops of the 
oleoresin. The well-known phenom- 
enon of “hardening” is probably an 
example of topical desensitization.'^'* 
Kligman™ was unable to desensitize 
three patients by daily painting with 
5 ml of dilute Rhus antigen on differ- 
ent parts of the skin during a period 
of four months. However, he was able 
to produce complete topical desensiti- 
zation in each of eight subjects after 
9 to 11 months of daily patch testing 
with a concentration of Rhus antigen 
that was just enough to produce a 
sharp dermatitis. Thus, past experi- 
ence suggests that topical desensiti- 
zation can be achieved under selected 
conditions.''^* It seems that daily ap- 
plication of dilute mechlorethamine 
to the entire body is one such condi- 
tion. 

It is not clear how long the state of 
desensitization persists. Patient 1, 
while using 10 mg/100 ml, discontin- 
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Eclipse is protecting Eclipse is still protecting. 


. . ape ECLIPSE PRESUN SOLBAR UVAL 
Eclipse protects so long because it utilizes the moistur- 


izing Aquacare® base. This means Eclipse is resistant 
to wash-off and protects against the dryness associated 
with exposure to wind, water and sun. 


In a study to determine just sow various sunscreens could be 
counted on to protect your patients, Eclipse was compared to 
PreSun® Uvai* and Solbar® Approximately 30 minutes before 
exposure, equal premeasured doses of the sunscreens were 
applied under double-blind sonditions to 3 inch squares 
demarcated with tape on the patients back. The group was 
then exposec to 6 hours of sunlight interrupted by two 15 
minute swimming periods. Evaluation of the resulting erythema 
was made at D. 24, and 48 heurs following the end of exposure 
and ratings were assigned t» each test site* Analysis of the 

b results of this study indicatethat Eclipse is clinically superior 

* to the other formulas testedifollowing 6 hours of continuous 
sun exposure 


Results (averages & ranges. can be seen in the Table at right. 
This study was conducted by Robert Kim, M.D., Straub Clinic 
and Hospita . Honolulu, Hawaii! 


'G. S. Herbert Laborasones technical report = 


Average ratings 


0.86 117 1.60 1.23 
immediately 
aferexposure | (0.80100) | (100-4130) 00100:2100) (060-1 80) 


1 


Average ratings 
24 hours 1.13 
after exposure (0.80-1 80) 





Average ratings 
48 hours 
after exposure 


1.00 2.43 266 IF 
(0.50-1.80) |(220-270) [(2:50:9.00) MIU 





*The rating scale used for the study is as follows 
O=No Erythema O 1=Mild Erythema 
2=Moderate Erythema O 3=Marked Erythema 
4=Marked Erythema with Edema 


Ranges appear in parenthesis 
Eclipse Sunscreen Lotion 
3% amy! dimethyl PABA and 


3% glyceryl PABA :n the 
moisturizing Aquacare base 


G. S. Herbert Laboratories 
Irvine, California 92664 U.S.A. 


Tinea corporis 


Tinea versicolor 


` Tinea cruris 


Tinea manuum 


Tinea pedis 


‘in infections due to these commonly implicated 
organisms: Trichophyton rubrum, T. tonsurans, T. 
mentagrophytes, Microsporum canis, and E pider 


mophyton floccosum. Halotex is also useful in tinea 
versicolor due to Malassezia furfur. 








. When treating these tinea infections, 
-consider safe* and effective Halotex® 

(haloprogin). R« only Halotex is a 
nonstaining, nengreasy topical agent 
available in convenient and economical 
sizes. Halotex aream in 30 g. tubes, 
Halotex solution (especially useful in hairy 
areas of the body) in 10 and 30 ml sizes. 


t Informationeon file at Westwood. 


Prescribe 


alotex _ 


PE 


‘(haloprogin) — Th 


] % Crea a2 e Te] ution Lj FOR DERMATOLOGIC USE ONLY 





Helps relieve associated itching, burning and scaling 


Halotex 


(haloprogin) 1% Cream/ Solution 


Description: 

Halotex cream provides 1% haloprogin in a 
water-dispersible, semi-solid cream base. Each 
gram contains 10 mg. haloprogin solubilized in 
polyethylene glycol 400, polyethylene glycol 
4000, diethyl sebacate and polyvinylpyrroli- 
done. Halotex solution provides 1% (10 mg. per 
ml.) haloprogin in a homogeneous vehicle of 
diethyl sebacate and alcohol. 


Action: 

Halotex is a synthetic antifungal agent for the 
treatment of superficial fungal infections of the 
skin. 


Indications: 

Halotex cream and solution are indicated for the 
topical treatment of tinea pedis, tinea cruris, 
tinea corporis and tinea manuum due to infec- 
tion with Trichophyton rubrum, Trichophyton 
tonsurans, Trichophyton mentagrophytes, Mi- 
crosporum canis, and Epidermophyton flocco- 
sum. It is also useful in the topical treatment of 
tinea versicolor due to Malassezia furfur. 








Contraindications: 

Halotex preparations are contraindicated in 
those individuals who have shown hypersensi- 
tivity to any of the components. 


Warning: 
USAGE IN PREGNANCY- Safety for use in 
pregnancy has not been established. 


Precautions: 

In case of sensitization or irritation due to Halo- 
tex cream or solution or any of the ingredients, 
treatment with these preparations should be 
discontinued and appropriate therapy instituted. 


If a patient shows no improvement after four 
weeks of treatment with Halotex cream or solu- 
tion, the diagnosis should be redetermined. In 
mixed infections where bacteria or nonsuscep- 
tible fungi are present, supplementary systemic 
anti-infective therapy may be indicated. 


For external use only. KEEP OUT OF EYES. 


Adverse Reactions: 

Reactions reported include: (1) local irritation, 
burning sensation, vesicle formation, and (2) 
increased maceration, pruritus or exacerbation 
of pre-existing lesions. 


Dosage and administration 

Halotex cream and solution should be applied 
liberally to the affected area twice daily for two 
to three weeks. Interdigital lesions may require 
up to four weeks of therapy. 


How Supplied: 
Halotex* cream 1% (10 mg. per g.) 30 g. col- 
lapsible aluminum tube NDC 0072-7130-02. 


Halotex® solution 1% (10 mg. per ml.) 10 ml. 
polyethylene bottle with controlled drop tip NDC 
007 2-7210-02 and 30 ml. polyethylene bottle 
with controlled drop tip NDC 0072-7230-02. 


DISTRIBUTE D BY 


LUIESTLUOOD 


PHARMACEUTICALS INC 
Buffalo, New York 14213 
in Canada, Belleville, Ontario KEN 1E2 
Manufactured by Mead Johnson & Company 
Evansville, Indiana 47721 








vs. Sulfur 


- (No contest. 








|» . Pyrithione zinc anti-dandruff shampoo has 
. been widely accepted as cosmetically superior to 
the sulfur salicylic acid type formulation. 

But what about efficacy? 

Danex® shampoo (pyri- 
thione zinc 196) proves, with- 
out a doubt, that a cosmet- 
ically superior shampoo can 
also be one that works. 

We've taken on the 
leading sulfur salicylic sham- 
poo, Sebulex® (sulfur 2%, 
salicylic acid 2%), to prove 
our point.’ 

Two separate testing methods were used to 
determine efficacy; clinical grading and corneocyte y 
counting.? `, 

Ten patients used Danex and 10 patients used 
Sebulex. In order to be accepted, each patient 
had to have at least grade 5 dandruff based on the 
following scale: 0-1 very little scaling, 2-3 mild 
scaling, 4-5 moderate scaling, 6-7 severe scaling, 
8-10 very severe scaling. 

The patients were examined prior to sham- 
pooing, a clinical grade was assigned and a corneo- 
cyte count was taken. All subjects shampooed 
twice weekly for three weeks. Clinical grades 
and corneocyte counts were determined at various 
times during this treatment period. Following 
treatment all patients were switched to a non- 
medicated shampoo. Grading and shampooing con- 
tinued for two more weeks in order to determine 
the rates of remission. The results of these tests 
can be seen in the graphs. 


In summary, both testing methods show 
Danex to be vastly superior to Sebulex in the 
treatment of dandruff, 
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1G.S. Herbert Technical Report No. 30, 1974. 


2 This method is fully explained in “A Method for Visualizing and Quantitating the 
Desquamating Portion of the Human Stratum Corneum' Kenneth J. McGinley, 
Richard R. Marples, B. M., M. Sc. and Gerd Plewig, M.D., J. Invest. Dermatol., 53: 
107-11 1969, and "Appraisal of Efficacy of Antidandruff Formulations” Albert M. 
Kligman, M.D., Ph.D., Richard R. Marples, B.M., M.Sc. M.R.C. Pathol., Larry R. Lantis, 
M.D., and Kenneth J. McGinley, J. Soc. Cosmet. Chem., 25: 73-91 February 1974. 
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Case Reports 





Lymphomatoid grarulomatosis is a ne- 
crotizine arteritis primarily affecting the 
lungs but also found ^ the skin, kidneys, 
central nervous system, and other extra- 
pulmonary sites. Cutaneous involvement 
occurred in 45% of thecases described by 
Liebow in his original series. 

Light microscopy studies were per- 
formed. The IgA anā IgG levels were 
slightly decreased and the IgE level was 
elevated. Cell-mediased immunity was 
impairec. No viruses were isolated or 
identified by immunoftuorescence. 

A man had cutaneous lesions as the 
first sign of lymphomstoid granulomato- 
sis. 
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Lymphomatoid 
Granulomatosis 


of the Skin 


A New Clinicopathologic Entity 


Norman Minars, MD; Saul Kay, MD; 
Mario R. Escobar, PhD 


n 1972, Liebow, et al' described 40 
cases of a new clinicopathologic 
entity entitled lymphomatoid granu- 
lomatosis. They described the process 
as an angiocentric and angiodestruc- 
tive lymphoreticular proliferative and 
granulomatous disease. It primarily 
affects the lungs but also can be found 
in extrapulmonary sites, especially 
the skin and kidneys. Cutaneous 
involvement occurred in 45% of their 
patients and was sometimes the first 
sign of the illness. 

We saw a patient who had skin 
lesions as the first manifestations of 
lymphomatoid granulomatosis. Addi- 
tional information was obtained from 
virological studies and from the 
assessment of the immunological sta- 
tus of this patient. 


REPORT OF A CASE 


A T7l-year-old man complained to his 
dermatologist of ulcerated nodules on his 
feet in November 1972. He was admitted to 
Richmond Memorial Hospital in January 
1973 for evaluation of vascular insuffi- 
ciency of the feet. An arteriogram of the 
lower extremity was normal, and there was 
no intermittent claudication. However, 
reddish to purple nodules were present on 


both ankles and feet. Some had progressed 
to form deep, wide ulcers. Both feet were 
slightly swollen after standing or sitting. A 
routine admission chest x-ray film showed 
an asymptomatic mass in the lower lobe of 
the lung. This mass was surgically re- 
moved, and at the same time biopsy speci- 
mens were taken from the skin lesions of 
the lower extremities. A diagnosis of 
lymphomatoid granulomatosis was made 
following histopathologic examination of 
specimens of lung and skin. 

On June 25, 1973, the patient was 
admitted to the Medical College of Virgin- 
ia because of new and enlarging ulcerative 
lesions (Fig 1 and 2) and a 9.1 kg (20 Ib) 
weight loss. The past and family histories 
were noncontributory. There was no histo- 
ry of allergy. Physical examination re- 
vealed the following pertinent findings: 
erythematous and violaceous nodules and 
tumors, with and without uleerations, were 
present on the buttocks, legs, and feet; 
numerous macular and nodular areas of 
erythema and hyperpigmentation were 
scattered over the extremities. 

Laboratory studies showed normal find- 
ings for urinalysis, determination of the 
cryoglobulin level, serum protein electro- 
phoresis, and differential white blood cell 
count. The Sia and Coomb tests were nega- 
tive. 

Laboratory studies showed the following 
values: hemoglobin, 9.8 gm/100 ml; hema- 
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Fig 1.—Ulcerated nodules and tumors 
are seen on left foot and toes. 





Fig 3.—Skin biopsy specimen showing 
perivascular lymphocytic and histiocytic 
infiltrate most prominent in subcutis (he- 
matoxylin-eosin, x 125). 





Fig 5.—Infiltrate in subcutis consisting 
principally of histiocytes surrounding an 
eccrine sweat gland (hematoxylin-eosin, 
x 400). 
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Fig 2.—Tumors, plaques, and hyperpig- 
mented macules are seen on lower part of 
left leg and ankle. Several ulcerated, 
crusted plaques are evident. 






~~ 
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Fig 4.—Details of perivascular infiltrate 
in upper cutis (hematoxylin-eosin, x 
400). 


Fig 6.—Detail of histiocytic infiltrate as 
seen in thin-thick section embedded in 
epoxy resin. Note scattered erythrocytes 
and capillary in center of field (toluidine 
blue, x 600). 
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tocrit, 29%; white blooc cell count 9,000/cu 
mm; platelet count 490.000/cu mm; reticu- 
locyte count, 3.4%; serum iron, 20ug/100 ml 
(normal, 80ug-160yug /mi), and iron binding 
capacity, 113ug/100 ml (normal, 250yg- 
350ug/ml). Several stool specimens were 
guaiac-pesitive for oecult blood. Blood 
chemistry studies using an automated 
multiple analysis syssem of nonfasting 
blood shawed the following values: glucose, 
140mg/100 ml; alkaline phosphatase, 95 
milliunits (mU) per milliliter (nogmal, 30-85 
mU/ml); lactic acid dehydrogenase (LDH), 
260 mU/ml 9 (normal, 100-250 mU/ml); 
other values were normal. Quantitative 
immunoglobulins studies using the radial 
diffusion method showed the following 
values: IgG, 670 mg/100 ml (normal, 975 + 
201 mg/100 ml); IgA, 108 mg/100 ml (nor- 
mal, 202 + 83 mg/100 ml); IgM, 107 mg/ 
100 ml (rormal,93 + 30 mg/100 ml); IgD, 
nondetectable; IgE, 2,600 international 
units (IU) per milliliter (normal, 300-700 
IU/ml). The serum C’S complement value 
was 225 mg/100 mi (normal, 145 + 
22 mg/100 ml). A chest x-ray film showed 
blunting-of the left costophrenic angle due 
to old adhesions, but it was otherwise 
normal An upper gastrointestinal tract 
series was normal. Additional biopsy speci- 
mens of cutaneous nodules were taken for 
light and electron microscopic studies; the 
findings have been published elsewhere.’ 
The patient’s ulcers were treated with 
Burow’s compresses and debriding en- 
zymes. Chemotherapy consisted of 100 mg 
of prednisone, given every other day, and 
100 mg of cyclophosphamide, administered 
daily. Prior to therapy, attempted sensiti- 
zation to dinitrochlorcbenzene, and intra- 
dermal skin tests to PPD (5 tuberculin 
units), Candida (1:1000, and mumps anti- 
gen were negative. Culture studies of the 
patient's lymphocytes with phytohemag- 
glutinin (PHA) showec no blastic transfor- 
mation or mitoses after three days; howev- 
er, the cells could not 5e kept viable for a 
longer period. The patient was seen by the 
Hematology service, ir consultation, for his 
chronic anemia. It was thought that the 
anemia was probably due to chronic 
inflammatory disease or was secondary to 
a neoplasm, but iron deficiency could also 
be a possible eause. The patient's condition 
seemed to improve, znd the size of the 
nodules and tumors decreased. Some of the 
larger lesions became necrotic with ulcera- 
tion. Periodic fever developed and was 
thought to represent a response to a drug 
or active disease or both. The patient was 
discharged on July 20, 1973 on a regimen of 
100 mg/day of cyclophosphamide and 100 
mg of prednisone administered every other 
day. Despite all systemic and local meas- 
ures, the lesions on the left foot continued 
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to get worse, with complications of infec- 
tion and local gangrene. 

The patient was rehospitalized on Aug 8, 
1973, with complaints of fever, chills, and 
malaise. Osteomyelitis of the left foot was 
discovered on x-ray examination and on 
Aug 12, 1973; an amputation below the 
knee was performed, without complica- 
tions. The patient's fever continued despite 
parenteral administration of nafcillin and 
gentamicin or after all other medication 
had been discontinued. No source of infec- 
tion was discovered. An upper gastrointes- 
tinal tract series, barium enema, and 
endoscopy failed to reveal an active source 
of bleeding. A bone-marrow biopsy was 
performed and did not show any granulo- 
mata, organisms, or atypical cells. Normal 
iron stores were present. Despite positive 
tests for blood in the stools, no source of 
bleeding could be found. The alkaline phos- 
phatase level rose to 370 milliunits/ml 
(study using automated multiple analysis 
system). The LDH isoenzymes showed it to 
be derived from liver and intestines. The 
patient was transferred to a local Veter- 
an’s Administration Hospital on Aug 24, 
1973. He continued to do poorly despite 
reinstitution of prednisone and cyclosphos- 
phamide therapy and died on Aug 27, 1973, 
presumably because of myocardial infarc- 
tion. Unfortunately, permission for post- 
mortem examination was refused. 


FINDINGS 
Microbiological Studies 


Results of studies done during the 
patient’s first admission to the Medi- 
cal College of Virginia are as 
follows: 

Bacteriological cultures from ulcers 
of the left foot grew Pseudomonas 
aeruginosa. Cultures and guinea pig 
inoculation for acid-fast bacilli were 
negative. 

Viral isolation from ulcers of the 
left foot was unsuccessful. Primary 
Rhesus monkey kidney and human 
embryonic kidney, diploid WI-38, and 
heteroploid H Ep-2 cell cultures were 
used. Minced fragments from biopsy 
material of the left foot were pre- 
pared for tissue culture in Eagle’s 
minimal essential medium with 20% 
fetal calf serum, but the presence of 
microoganisms could not be estab- 
lished and the tissue cultures failed to 
show any cytopathogenic effect. 

Immunofluorescent studies using 
anti-IgG antiserum and antisera to 
cytomegalo viruses, Epstein-Barr 
(EB), and herpes hominis viruses were 


carried out for detection of viral 
antigens in biopsy histological sec- 
tions from the same source as that for 
virus isolation, but the tests were 
consistently negative. 

The patient’s serum was tested for 
EB virus antibodies but was negative 
with diffused early antigens and viral 
capsid antigens when the lowest dilu- 
tion of serum tested was 1:10. The 
VDRL test for syphilis and the fluo- 
rescent treponemal antibody-absorp- 
tion (FTA-ABS) tests were nonreac- 
tive. 


Pathologic Findings 


Only the skin lesions will be de- 
scribed. 

Specimen 1.—Gross Description.— 
The specimen consisted of three 
pieces of skin, each 4 mm in diameter, 
removed from the ankle region on 
June 25, 1973. 

Microscopic Description.—The epi- 
dermis showed hyperkeratosis, with 
absence of rete ridges. In the upper 
part of the cutis, there were mild 
perivascular collections of lympho- 
cytes and histiocytes (Fig 3 and 4). In 
the deeper areas, a severe vasculitis 
affecting small arterioles was noted. 
The infiltrate consisted of lympho- 
cytes, plasmacytoid cells, and 
lymphoreticular cells, some of which 
were atypical and had scattered 
mitoses. 

Specimen 2.—Gross Description.— 
The specimen consisted of skin, 4 x 4 
x 3 mm in size, removed by punch 
biopsy on July 2, 1973. 

Microscopic Description.—The der- 
mis was diffusely infiltrated by a 
polymorphous infiltrate consisting 
principally of lymphocytes, reticulum 
cells, and scattered eosinophils. Evi- 
dence of mitosis was fairly abundant. 
Isolated sweat ducts in the depth were 
surrounded by the infiltrating ele- 
ments (Fig 5), but a narrow clear zone 
was seen just beneath the epidermis 
(Grenz zone). Superficially, many cap- 
illary and arteriolar walls were infil- 
trated by the cells described above. In 
a thin-thick section embedded in 
epoxy resin (Epon) and stained with 
toluidine blue, details of the perivas- 
cular histiocytic infiltration were seen 
(Fig 6). 

Specimen 3.—Gross Description.— 
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The specimen consisted of a left leg 
amputated below the knee on Aug 13, 
1973. 

Microscopic Description.—Several 
veins were occluded by recent, unor- 
ganized thrombi. The major arteries 
were not unusual except for Móncke- 
berg sclerosis. The skin in various 
areas showed nodular accumulations 
of polymorphous cells similar to the 
cells previously described. Mitotic ac- 
tivity was more abundant, suggesting 
possible conversion to neoplasia. 


COMMENT 


Liebow and associates have de- 
scribed a new clinicopathologic entity 
predominantly affecting the lungs of 
middle-aged men (25 out of 40 cases). 
The range in age was from 8% years to 
the 70's. The presence of nodular 
lesions in the kidney that were similar 
to those found in the lungs occurred in 
45% of the cases. Other organs were 
also occasionally involved. A remark- 
able sparing of the lymph nodes, 
spleen, and bone marrow was noted. 
Central nervous system disease oc- 
curred in at least 20% of the patients, 
and peripheral neuritis was found 
almost as frequently. Skin lesions 
were found in 45% of patients at some 
time during the course of the disease. 
While these were usually associated 
with pulmonary disease, they some- 
times were the first sign of the illness. 
According to Liebow et al, clinical 
and radiological improvement fol- 
lowed treatment with steroids and 
immunosuppressive drugs, such as 
azathioprine or cyclophosphamide. Al- 
though many of Liebow’s patients 
responded to therapy, 26 of the 
original 40 died. Progression of the 
disease to atypical lymphoma occurred 
in 18%. Our patient responded well to 
steroid and cyclophosphamide ther- 
apy, as judged by the decreased size of 
tumors and nodules. 

The pathogenesis of this disease 
remains obscure. The role of virus 
infection in the transformation of 
lymphoreticular cells with the induc- 
tion of malignant tumor is uncertain. 
The significance of the association of 
the EB virus with Burkitt lymphoma 
is not fully known either.** 

The failure to isolate a viral agent 
and the negative immunofluorescent 
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tests on biopsy material do not neces- 
sarily rule out the possibility of a viral 
cause. Electron-microscopical studies 
of skin showed no virus-like particles. 
Serological tests for EB virus were 
also negative. Few individuals escape 
an EB virus infection during a life 
span of more than 7/0 years, as shown 
by immunological studies of the gen- 
eral population. However, the number 
of antibodies may decline to low levels 
in certain debilitating diseases. In our 
patient, quantitative immunoglobulin 
determinations reflected only slight 
decreases in IgG and IgA levels, which 
is not enough to be related to the 
absence of EB virus antibodies in the 
case that this patient had been 
infected and had had negative sero- 
logic tests due to a deficiency of his 
humoral immunity. His IgE level was 
elevated, but the relationship of this 
finding to lymphomatoid granuloma- 
tosis is not clear at this time. 
However, his cell-mediated immune 
response was distinctly impaired, as 
shown by routine skin testing and T 
lymphocyte function determinations. 
This problem might have been a result 
of his disease process, or it might have 
contributed to its cause and progres- 
sion. 

According to Liebow et al' lympho- 
matoid granulomatosis differs in 
many ways from the classic and 
limited forms of Wegener granuloma- 
tosis. There is a 3:2 predominance of 
males, and a high incidence of central 
and peripheral nervous system in- 
volvement. No focal glomerulitis or 
hilar adenopathy are found, and only 
rarely does generalized atypical lym- 
phoid hyperplasia precede the onset of 
pulmonary lesions. The infiltrate is 
polymorphous with some cells in mito- 
sis and may contain atypical histio- 
cytic and lymphoid cells. It usually 
tends to spare the lymph nodes, 
spleen, and bone marrow; although 
progress to atypical lymphoma, with 
involvement of lymph nodes and other 
reticuloendothelial tissues, occurred in 
13% of Liebow's patients. The rela- 
tionship of these states to each other 
and to the other vasculitides is still not 
clear. These numerous syndromes are 
believed to be related to each other by 
the histological common denominator 
of necrotizing angiitis. 


The cutaneous lesions o: lymphoma- 
toid granulomatosis are protean and 
include papules, plaques, nodules, tu- 
mors, ulcerations, and hyperpigment- 
ed macules. These lesions represent an 
arteritis of the small vessels of the 
dermal and subcutaneous tissue and 
are most common on the legs, particu- 
larly the lower part of tne legs and 
feet, although they may be seen on 
any part of the body. In »ur patient, 
the onset was abrupt wth develop- 
ment of ulcerating lesions on the feet, 
ankles, and buttocks. The patient ex- 
perienced extreme pain m the lower 
extremities associated with ulcera- 
tions. Edema was not praminent and 
arterial circulation was alequate, as 
judged by femoral arteriegrams, and 
examination of periphera pulses and 
pathologic specimens. 

Clinically, lymphomataid granulo- 
matosis may be different from other 
angiitides affecting the skin; but 
microscopically, this distmction can- 
not be made, with the possible excep- 
tion of polyarteritis nodosa, which is 
characteristic enough tc allow for 
accurate diagnosis. 

The high percentage of skin lesions 
associated with this disease, coupled 
with the fact that this may be the first 
manifestation of a systemic disease, 
provides another opportunity for 
early diagnosis on  cermatologic 
grounds. 


The cost of reproducing the co »r illustrations 
was paid by Westwood Pharm: ceuticals, Inc. 
Randolph Trice, MD referred thi. patient to us. 
A. A. Liebow, MD, reviewed bicosy specimens 
and provided confirmation of -he diagnosis. 
Werner Henle, MD, performed th= Epstein-Barr 
virus antibody determinations. 


Nonproprietary Name and 
Trademark of Drug 


Azothioprine—Jmuran. 
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Acute, Generalized Panniculitis With 


Amylase and Lipase in Skin 


Lars Fórstróm, MD, F. K. Winkelmann, MD, PhD 


A patient had an unusual acute, gener- 
alized panniculitis. The patient had a five- 
fold elevation of urinary amylase level and 
a slightly elevated serum lipase level 
without any signs or symptoms of 
pancreatic disease. A secretin test 
caused an eightfold elevation in urinary 
amylase level and some elevation of 
serum lipase and amylase levels, whereas 
study of duodenal drainage revealed no 
abnormalities. Skin specimens from the 
lesions showed considerable amylase 
and lipase activity, whereas specimens 
from controls and from subsequent 
patients with panniculitis showed no such 
abnormalities. Autopsy showed a normal 
pancreas, both grossly and microscopi- 
Cally. 


he past 50 years, acute gener- 

alized nodular inflammation of 
the panniculus usually has been 
termed ‘“Weber-Christian disease." 
Within this grow of panniculitis, 
certain syndromes have been recog- 
nized during the past decade: lupus 
panniculitis, factitzl panniculitis, and 
fat necrosis with pancreatic disease. 
The aeute pannicwitis and fat necro- 
sis associated witn pancreatitis and 
pancreatic carcinema have demon- 
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strated amylasemia and amylasuria. 
This relationship and that of other 
enzymes to fat necrosis have been 
postulated by de Graciansky' and by 
Duperrat et al^ The latter group 
reported a case in which there was 
lipasemia but no pancreatic disease. 
Degos et al reported a case in which 
the microscopic findings showed acute 
generalized fat necrosis but without 
enzyme changes or pancreatic disease. 
Warter et al* reported the occurrence 
of acute subcutaneous fat necrosis 
associated with low levels of a-trypsin 
inhibitor in the blood. 

Our patient had acute generalized 
panniculitis without pancreatic dis- 
ease. The presence of amylase and 
lipase was demonstrated in the skin 
lesions, and amylase was noted in the 
urine; these enzymes may have a role 
in the pathogenesis of the changes in 
the subcutaneous tissue. 


REPORT OF CASE 
Clinical Data 


The patient was a 47-year-old man who 
came to the Mayo Clinic on March 10, 1964, 
because of painful subcutaneous nodules on 
his trunk and extremities. The nodules had 
first developed three years previously, in 
1961, beginning two weeks after the 
patient had had a severe sore throat and 
fever, for which he had received two injec- 
tions of chlortetracycline hydrochloride 
(Aureomycin). From the beginning, the 
nodules were painful and large (as large as 


20 em in diameter) and were scattered over 
the body. Their onset was accompanied by 
nausea and malaise. Middle-sized lesions 
located over joints caused swelling, stiff- 
ness, and impairment of motion. The indi- 
vidual nodules subsided within one to three 
weeks, without ulceration or scarring, but 
new lesions continued to develop. 

In 1961, the patient was hospitalized for 
one month in his home area; at that time, a 
biopsy specimen from a nodule showed 
acute panniculitis with necrosis. The 
disease was interpreted as a toxic reaction 
to chlortetracycline. The patient received a 
few injections of corticotropin, with some 
benefit, whereas a two-month course of 
orally administered methylprednisolone 
(Medrol), at a dosage of 16 mg four times a 
day, did not result in any improvement. 
The patient was also given tripelennamine 
(Pyribenzamine), which reduced the swell- 
ing and pain. A parenteral course of peni- 
cillin did not seem helpful. Within two 
years, the number of nodules was gradually 
reduced. 

After a symptom-free period of nine 
months, ie, by the end of January 1964, the 
patient again experienced a severe sore 
throat, general malaise, and fever, for 
which he was given a sulfa drug, 0.5 gm 
four times a day, perorally for two days. 
His throat symptoms subsided rapidly, but 
in February 1964, he suddenly “overnight” 
developed numerous tender, subcutaneous 
nodules similar to those that developed in 
1961. He experienced nausea and malaise 
at the onset of these new lesions but no 
fever, vomiting, abdominal pain, or other 
local or systemic symptoms. The nodules 
tended to occur in crops of 10 to 20 lesions, 
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and occasionally they had an urticarial 
component. At the onset of the nodular 
eruption, the patient was given tripelen- 
namine, 50 mg four times a day. Because of 
pain, the patient had to discontinue his 
work as a chief engineer. 

On admission to our clinic on March 10, 
1964, the patient was in good general 
health. He had had a tonsillectomy at the 
age of 12 years, but he had no personal 
history of liver disease, peptic ulcer, or 
other severe illness. His aleohol comsump- 
tion was restricted to a rare cocktail. He 
had never been a smoker. A 44-year-old 
brother had had diabetes since the age of 
16 years, but there was no other family 
history of diabetes. The patient had no 
abdominal pain and was not icteric. He had 
a low-grade fever of 37.5 C (99.4 F). A 
general physical examination showed no 
important findings, except for bilateral 
gynecomastia, slight tachycardia, and the 
nodular lesions. His blood pressure was 
130/90 mm Hg, and his pulse rate was 110 
beats per minute, regular, and even. The 
liver, spleen, and lymph nodes were not 
enlarged. Palpation of the abdomen 
showed no abnormalities. The pharynx and 
tonsils showed no pathologic changes. 
There was some pitting edema over his 
legs. 

He had several movable, nonpruritic, 
subcutaneous nodules that varied from 2 to 
12 cm in diameter and occurred on the 
upper and lower extremities, buttocks, 
trunk, and abdomen (Fig 1). There was no 
suppuration and no depression or scarring 
at the sites of the previous lesions. The 
small lesions were not visible but could be 
palpated easily. The larger lesions were 
doughy, ill-defined, hot, erythematous, ten- 
der, and elevated. The overlying skin of 
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some lesions was slightly purpuric. Middle- 
sized nodules over knees, hips, elbows, and 
shoulders caused increased local tempera- 
ture and definite pain and swelling with 
limitation of joint motion. There was no 
evidence of intra-articular effusion, syno- 
vitis, or fibrositis. When the skin lesions 
subsided, there remained no residue in the 
affected joints. 


Laboratory Data 


On admission, the erythrocyte sedimen- 
tation rate (ESR) was 18 mm/hr; the hemo- 
globin value was 14.7 gm/deciliter, the 
erythrocyte count was 4.74 x 10° /eu mm; 
and the leukocyte count was 8,700 /cu mm, 
with a differential leukocyte count of 75% 
neutrophils, 3.5% eosinophils, 0.5% baso- 
phils, 9% monocytes, and 12% lymphocytes. 
A blood smear showed rouleau formation 
with a sufficient number of platelets. 
Other studies showed the following values: 
fasting blood sugar level, 94 mg/dl; urea, 22 
mg/dl; calcium, 8.6 to 9.2 mg/dl; and phos- 
phate, 3.0 to 4.5 mg/dl. The serum levels of 
cholesterol, phospholipids, fatty acids, and 
total lipids were within normal limits. The 
antistreptolysin 0 titer was 250 Todd units 
on two occasions (with an interval of one 
month). A flocculation test for rheumatoid 
factor was reported as being weakly reac- 
tive. The lupus erythematosus clot test was 
nonreactive, as was the VDRL test for 
syphilis. A glucose tolerance test per- 
formed on two occasions showed slightly 
abnormal results. The serum glucose level 
increased initially to 159 mg/dl, and the 
three-hour value was 99 mg/dl. Serum 
protein electrophoresis showed that there 
was slight hypoalbuminemia only. The 
serum estrogen value was 45 rat units. 
Urinalysis results were repeatedly normal. 
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Fig 1.—Left, Two ill-defined, slightly elevated, erythematous 
nodules as well as several folliculitic papules can be seen on back 
of patient. Right, Large, flat nodule in inguinal region. There was 
no involvement of the underlying lymph node. 


The amount of urinary 17-ketosteroids was 
8 mg per 24 hours. A quantitative stool-fat 
examination disclosed no abnormalities. 


Results of Enzyme Studies 


The serum alkaline phosphatase and 
serum glutamic oxalacetic transaminase 
(SGOT) values were within normal limits. 
The serum amylase level, measured by 
Somogyi’s iodine test method, was normal 
(less than 1.6 units/ml of serum) on seven 
occasions. The urinary amylase level, meas- 
ured according to the method of Gambill 
and Mason,’ showed many abnormally high 
values ranging from 1,552 units/ml (on 
admission) to 300 units/ml in one hour 
(upper normal limit), in the absence of 
drugs known or suspected to influence 
amylase levels. On admission, the serum 
lipase level, determined by the method of 
Cherry and Crandall’ as modified by 
Maclay,’ was elevated to 0.5 unit/ml, but it 
returned rapidly to normal (0.3 unit or less 
per ml). 

Within two hours after administration 
of a secretin test (175 units of secretin in 22 
ml of sterile saline), were injected intrave- 
nously, the serum amylase level increased 
to 2.28 units/ml, and the serum lipase level 
increased to 0.68 unit/ml. The urinary 
amylase level increased from a 0-hour 
value of 39.9 units/ml to a 1-hour value of 
167 units, and a 2-hour value of 312 units/ 
ml. The determination was repeated in 
another laboratory and gave essentially 
the same result with a 0-hour value of 61 
units/ml, an increase at 1 hour to 471 
units/ml. The almost eightfold increase in 
urinary amylase level after secretin stimu- 
lation was interpreted as being abnormal. 
However, study of duodenal drainage after 
secretin stimulation showed no abnormali- 
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Fig 2.—Tep left, Focal involvement of subcutaneous fat. (hematoxylin-eosin, x 40). Top right, Abscess with 
numerous polymorphonuclear cells (hematoxylin-eosin, x 250). Bottom left, Acute panniculitis with secondary 
vasculitis, Mrombosis, and necrosis (hematoxylin-eosin, x 40). Bottom right, Fat liquefaction and microcyst 


formation. at bottom, note area of chronic disease, composed of lymphocytes intermingled with polymorphonu- 
clear cells mematoxylin-eosin, x 160). 
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ties. All values were obtained during the 
fasting state and before the institution of 
therapy. 

Biopsy specimens taken from a fresh 
nodule contained 3.96 Somogyi units of 
amylase and 4.05 Cherry-Crandall units of 
lipase per 1 gm of tissue; the corresponding 
values for a lesion of one week’s duration 
were 1.26 units and 0.72 unit, respectively. 
Normal skin from three control subjects 
showed no amylase or lipase activity. The 
skin specimens from the patient were 
taken when the urinary amylase level was 
normal. 


Electrocardiography 


. An electrocardiogram made on the day 
after admission showed low voltage and 
minor intraventricular conduction aberra- 
tion, with a ventricular complex of 0.09. 


Roentgenographic Data 


A chest roentgenogram showed bullous 
emphysema in both lower lobes and in the 
right middle lobe. A flat plate abdominal 
roentgenogram showed no evidence of 
pancreatic calcification, and roentgeno- 
grams of the gallbladder, esophagus, 
stomach, duodenum, colon, and right 
shoulder showed no abnormalities. 


Bacteriologic Data 


Throat culture studies, performed imme- 
diately after admission, yielded the usual 
flora. Blood culture studies, performed 
during the febrile response, were repeat- 
edly negative for organisms. Culture stud- 
ies of a skin biopsy specimen from a nodule 
were negative for bacteria. Exudate from a 
previous biopsy site showed growth of 
coagulase-negative staphylococci. 


Histologic Skin Findings 


The main feature in several biopsy spec- 
imens from multiple lesions was an 
unusual type of focal acute panniculitis 
(Fig 2, top left) consisting mainly of poly- 
morphonuclear cells (Fig 2, top right) with 
vessel involvement and necrosis (Fig 2, 
bottom left), fat liquefaction, and micro- 
cyst formation (Fig 2, bottom right). Some 
small areas showed a more chronic infil- 
trate composed of lymphocytes intermin- 
gled with the polymorphonuclear cells. In a 
few areas, an erythrocyte-phagocytizing 
histiocytic proliferation could be seen 
outlining a hemorrhagic abscess (Fig 3). 
There were only a few foam cells and no 
calcium deposition. Fibrosis was minimal. 


Course of Disease 


The patient's temperature returned to 
normal after five days of bed rest. How- 
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ever, from March 22 to 29, he had another 
febrile episode, with a temperature of 
39.1 C (102.4 F). The fever was not asso- 
ciated with chest or abdominal pain, 
although new skin lesions developed inter- 
mittently. The febrile episode remained 
unexplained. There was no change in the 
chest roentgenogram findings. Bed rest 
was the main treatment during his entire 
hospitalization. He received analgesics, 
sedatives, and, for a short time, antihis- 
tamines. He was given a diet low in fat 
content. In spite of this, new nodules 
continued to develop, particularly in areas 
likely to suffer minor trauma, that is, over 
bone prominences. However, there was a 
definite improvement as to the severity 
and number of lesions. When the patient 
was dismissed on April 18, only small, 
nontender lesions were developing. Surgi- 
cal exploration of the pancreas was not 
performed. He had lost 7.7 kg (17 Ib) during 
his 38 days of hospitalization. Treatment at 
dismissal consisted of advice to the patient 
to eut down his work schedule and get 
adequate rest, take vitamins, avoid alcohol, 
and maintain a low-fat diet. 

When the patient was at home, the 
nodules continued to show improvement so 
that after a week, lesions remained only on 
the soles and hips. From April 21 on, the 
patient experienced chest pain without any 
cough or sputum and had a temperature of 
38.5 C (101.2 F) for six days. He stayed in 
bed, and no medication was given. The 
nodules did not react to this episode of 





Fig 3.—Hemorrhagic abscess (at top) is outlined by histiocytic proliferation (hematox- 


chest pain. Beginning on April 30, rew 
lesions started to appear. He received two 
injections of 40 units of corticotropin and 
methylprednisolone from his lecal physi- 
cian, but there was no definite effect. The 
lesions were sufficiently painfu! to require 
confinement to bed. 

On May 12, the patient was readmitted 
to our clinic because of progression of the 
skin lesions, and he was hospitalized for 12 
days. With the exception of the nodules, 
the patient was in good health. His pulse 
rate was 85 beats per minute and his blood 
pressure was 130/90 mm Hg. Auscultation 
of the heart and palpation of the abdomen 
disclosed no abnormalities. There was 
slight glandular hypertrophy in the eft 
axilla. Findings on a chest roentgenogram 


‘were similar to those on the one taker at 


his previous admission. The bullous emphy- 
sema was asymptomatic. 

The skin showed multiple erythematous 
or bluish nodules, varying in size from 1 to 
8 em, scattered over the extremities and 
trunk. The ESR was 22 mm/hr, and the 
leukocyte count was 11,000/cu mm; other- 
wise, results of routine laboratory tests 
were normal. The urinary amylase levels 
remained within normal range. Determi- 
nation of lipase level in a skin biopsy 
specimen gave a value of 0.03 unit/gm, but 
there was no amylase activity. On May 14, 
sulfapyridine therapy, with 600 mg three 
times a day, was instituted. On May 22, the 
level of sulfa in the blood was 1.2 mg/dl. 
The following day, the patient was dis- 
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missed, his condition having improved at 
least 50% as compared to his condition at 
the time of admission. 

After dismissal, the patient continued to 
improve, and he returned to work; treat- 
ment was with 1.29 gm of sulfapyridine 
three times a day and extra intake of fluid. 
On June 17, while at work, he became 
nauseated and returned home. The nausea 
persisted that night, although he did not 
vomit. He had no abdominal or chest pain, 
and there was no diarrhea. The next 
morning he awakened to find about 25 
new, large, painful, subcutaneous nodules 
scattered over his entire body, except the 
head and neck. Two lesions on the buttocks 
ruptured spontaneously, draining a liqui- 
fied material. Two days after onset of the 
nodules, he stopped taking the sulfa medi- 
cation. A sulfapyridine blood test, per- 
formed the previous week at the local 
hospital, had shown a level of 4.4 mg/dl. 

On July 12, the patient was hospitalized 
in his heme eommunity because of the 
painful skin lesions, with ulceration of 
gluteal skin, chest pain, and epigastric 
discomfort. On admission, his breathing 
was rapid, the pulse rate was 110 beats per 
minute, and the heart sounds were irreg- 
ular and somewhat weak. There were no 
murmurs: The temperature was elevated to 
37.8 C (100 F), and there was a consistent 
leukocytosis—the leukocyte count being 
17,000/eu mm, with a preponderance of 
neutrophils. Cardiac consultation resulted 
in a diagnosis of pericarditis. Abdominal 
examination showed a tender epigastrium 
and some rigidity but no masses. Peris- 
talsis was active. Bacteriologic studies of 
blood and skin lesions showed no pathog- 
enic organisms. Repeated urinalysis dis- 
closed noimportant abnormalities. On July 
18, the serum glucose level was 113 mg/dl, 
the serum urea value was 21 mg/dl, and the 
SGOT value was 25 units/liter. He was 
treated with penicillin G potassium and 
corticotrepin, but without benefit. On July 
26, a sudden decrease in blood pressure 
occurred at the time of abdominal pain and 
the patient became lethargic. Thrombo- 
phlebitis of the left leg and right arm 
developed. Death occurred on July 28. 


Autopsy Data 


Autopsy demonstrated multiple subcuta- 
neous nodules and an ulcerated patch of 
skin (6 x 3 em) in the gluteal and sacrococ- 
cygeal region. Additional autopsy findings 
consisted of severe emphysema of both 
lungs; bilateral pleural effusions meas- 
uring approximately 1,000 ml of clear, 
serous fluid; pericarditis, with approxi- 
mately 300 m! of deep amber fluid in the 
pericardial sac; a recent infarction of a 
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segment of terminal ileum that was 
approximately 85 em in length; and infarc- 
tion of the right kidney. The infarction was 
seen in microscopic samples only. 

Histopathologic examination of the peri- 
cardial tissue showed a heavy, diffuse 
leukocytic infiltration consisting predomi- 
nantly of lymphocytes and macrophages. 
There was no evidence of fat necrosis. The 
myocardium was normal. Careful study of 
the renal and ileal lesions revealed no 
evidence of panniculitis in these areas. 
Examination of the mesenteric, retroperi- 
toneal, and anterior abdominal panniculus 
disclosed no focal lesions. Multiple sections 
of the mesenterie fat and vessels showed 
no pathologic changes. A single, small 
mesenteric lymph node showed chronic 
lymphadenitis of moderate degree, with 
sinusoidal dilatation. The pancreas was 
normal grossly. Microscopic sections from 
two levels showed that both exocrine and 
endocrine portions were well preserved. 
The liver, which appeared normal on gross 
examination, showed on microscopic exam- 
ination minimal fatty metamorphosis in 
the peripheral portion of lobules. Sections 
of both adrenal glands showed the cortical 
cells to be moderately depleted of lipoid 
component. Periadrenal fat tissues were 
both grossly and microscopically normal. 

The combination of pericarditis with 
effusion and of severe emphysema with 
pleural effusions causing cardiorespiratory 
insufficiency was considered an important 
factor in the patient's death. The infarc- 
tions of the terminal ileum and of the right 
kidney were the major terminal factors 
that produced shock and were the imme- 
diate cause of death. 


COMMENT 


The concept of Weber-Christian 
disease has been fading because of the 
newer observations regarding connec- 
tive tissue, coagulation, and immuno- 
logic vascular diseases of the skin and 
subcutaneous tissue. The nosology of 
the Weber-Christian syndrome is at 
present inexact, and this has been 
illustrated in the reports by Albrect- 
sen? and by MacDonald and Feiwel,” 
which include cases of acute traumatic 
panniculitis, lupus panniculitis, and 
perhaps one of the following syn- 
dromes of acute fat necrosis: 
Syndromes with pancreatitis and 

pancreatic carcinoma 
Syndromes without pancreatic disease 

Fat necrosis with lipasemia* 

Fat necrosis with lipase and amylase 

in lesions (this study) 

Fat necrosis with depression of a,- 


trypsin inhibitor* 

Fat necrosis without enzyme changes? 

Traumatic fat necrosis (unpublished 

data) 

Although acute panniculitis is con- 
sidered stage 1 of Weber-Christian 
disease, this is actually the first stage 
of all evolving inflammation of the 
fat. Therefore, the masses of polymor- 
phonuclear leukocytes infiltrating and 
related to necrosis and hemorrhage of 
the fat are observed in infection, 
erythema nodosum, necrotizing vascu- 
litis of the panniculus, as well as 
syndromes listed previously. What 
distinguishes the acute generalized 
panniculitis of the syndromes listed 
from the other forms of acute panni- 
culitis is that, in the former, the leuko- 
cytic necrosis of the fat is the only 
pathologic feature and the vessels are 
not primarily involved. 

Because the cases of Weber-Chris- 
tian disease are rarely adequately 
described, the many cases reported in 
the literature are difficult to evaluate. 
A reasonable guess is that the acute 
benign panniculitis described by Tur- 
pin and Bocquet" is erythema nodo- 
sum. We have observed acute pannicu- 
litis in several patients with erythema 
nodosum. Similarly, patients with so- 
called Weber-Christian disease and 
toxoplasmosis’? and those with so- 
called Weber-Christian disease and 
pancreatic pseudocyst may have had 


. erythema nodosum. In those cases, the 


histologic features of acute pannicu- 
litis were interpreted by the patholo- 
gist as Weber-Christian panniculitis, 
and this eliminated all consideration 
of erythema nodosum despite the 
history, clinieal findings, and the 
course of the disease. Acute pannicu- 
litis must be interpreted in terms of 
all the clinical data and must not be 
considered an entity sui generis. 

The findings in our case point to 
acute fat necrosis and acute pannicu- 
litis as representing a particularly 
severe disease syndrome of the fat. 
One can only guess whether the 
necrosis or panniculitis appeared first. 
Duperrat et al? Warter et al and 
Róckl and Thies'* believed that the 
necrosis occurred first and character- 
ized the lesions, which were only later 
infiltrated by polymorphonuclear leu- 
kocytes. The panniculitis in pancreatic 
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disease is characterized by subacute 
fat necrosis with ghost cell formation 
and partial preservation of fat cells 
but without leukocyte infiltration as a 
primary pathologic change. It seems 
probable that enzymatic necrosis, oc- 
curring with or without the stimulus 
from the pancreas, is the fundamental 
event. 

Changes in the urine amylase and 
blood lipase levels link our case with 
those of the pancreatic type. However, 
the absence of pancreatic signs and 
symptoms and failure of duodenal 
drainage studies to reveal enzyme 
changes as well as the absence of 
pancreatic lesions on autopsy make it 
impossible to indict the pancreas as a 
cause of the disease. The presence of 
amylase and lipase in the fat of the 
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lesions, their absence in normal skin 
of this and other patients, and their 
absence from the lesions in pannicu- 
litis of idiopathic and erythema nodo- 
sum type point to the unique nature of 
these findings and the probable 
importance of enzymes in relation to 
the pathogenesis of the lesions. 
When lipase, amylase, and trypsin 
were injected separately,'* no lesions 
were provoked in the fat. These 
enzymes had to be injected together in 
order to evoke a lesion. In our patient, 
two enzymes were found in specimens 
from the lesions, and proteolytic 
enzyme activity can be assumed from 
the histologic changes. Therefore, the 
release of the enzymes was probably 
related to the lesions, and their 
severity was reflected in the lipasemia 
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and the urinary amylase. The re- 
sponse to secretin is unexplained. 
Determination of the antitrypsin ac- 
tivity will be necessary in such cases 
in the future. 

Our case indicated that generalized 
panniculitis with acute leukocytic his- 
topathologic changes may represent a 
unique syndrome of enzymatic necro- 
sis of fat. A study of the skin, blood, 
and urine enzymatic contents will be 
of major importance in defining such 
cases in the future. 


Nonproprietary Names 
and Trademarks of Drugs 


Corticotropin-Actest, Acthar,  Cortigel, 


Cortrophin, Depo-ACTH. 
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Patient 22, Not Patient 8.—In the REVIEW ARTICLE “Chronic Nonhereditary Blistering 
Disease in Children,” published in the December ARCHIVES (110:941-944, 1974), an error 


occurred on page 943. In column 2, the sentence beginning in the second line from the 
bottom should read "Patient 22 was treated successfully with sulfapyridine." As 
published the sentence incorrectly began "Patient 8...." 
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Peutz-Jeghers Syndrome 
With Pigmented Oral Papillomas 


Nicholas J. Lowe, MB, ‘ChB, MRCP(UK) 


The association c cutaneous and 
mucosal pigmentation with gastrointesti- 
nal polyposis has bees well-described as 
the Peutz-Jeghers syncirome. 

A case is described of a patient who 
has evidence of gastmintestinal polypo- 
sis, diffuse and circumscribed macular 
hyperpigmentation, a rasal polyp, and the 
additional features of buccal mucosal pig- 
mented papillomas. 


ases of the Peatz-Jeghers syn- 

drome with pelyps throughout 

the gastrointestinal tract, associated 

with mucocutaneous hyperpigmenta- 
tion, have been described. 

Nasal polyps were reported by 
Peutz' in his descri»tion of the first 
known patients with this condition. 
No other reports o nasal and oral 
polyps have been found. 

The patient in this report has been 
seen recently. 


REPOFT OF A CASE 


A male patient whc was born in 1909 
was first examined a. the Royal Naval 
Hospital, Haslar, in 1971. He had the fol- 
lowing medical history 

1. Abdominal pains developed over the 
previous 3% years. Inidally, the pain was 
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epigastrie, but for the last year, it had 
been mainly on the right side, beginning 
usually in the right hypochondrium, ra- 
diating down to the right iliac fossa. The 
condition was not relieved by antacids. The 
patient's bowel habit had not altered. 

2. The patient had noticed increasing 
skin pigmentation over the whole body but 
more markedly over the face, neck, fore- 
arms, and hands. This had become more 
obvious during the previous year. He also 
began to notice the eruption of pigmented 
swellings on the buccal mucosa (Fig 1) and 
the appearance of circumscribed hyperpig- 
mentation on the dorsal surfaces of the 
lower parts of the forearms and of the 
hands. These changes had progressively 
increased from 1969, initially being noticed 
by his wife and later by the patient him- 
self. The nasal polyp was first noticed in 
1960 (Fig 2). 

The diagnosis of Peutz-Jeghers syn- 
drome was made in 1971 on the basis of 
the pigmentation and barium small-bowel 
x-ray films, which confirmed the presence 
of small intestinal polyps. 

Gastroscopy was carried out to exclude 
gastric and proximal duodenal polyps. Sig- 
moidoscopy confirmed the presence of at 
least two rectal polyps at 7 and 15 em from 
the anorectal junetion. Biopsy of these was 
performed. 


Personal History 


The patient had been employed as a mo- 
tor mechanic, working indoors, since 1945. 
He had spent most of his leisure time in- 
doors for the last ten years. He was last 
abroad in 1945. 


Other Illnesses 


He had been under treatment for essen- 
tial hypertension since 1968 with bendro- 
fluazide and potassium chloride (Slow-K 
[Great Britain]; Emplets Potassium Chlo- 
ride, comparable US product), and in 1970, 
methyldopa was added to the therapeutic 
regimen. 

In September 1971, he had a mild tran- 
sient left hemiparesis, and in January 
1974, transurethral prostatectomy was 
performed for benign prostatic enlarge- 
ment. 


Family History 


His father died at the age of 59 years 
from a myocardial infarction. He had suf- 
fered from stomach cramps for many years 
and had a dark complexion. His mother 
died at the age of 83 years without any 
known similar complaints. One brother, 
aged about 50 years, has a peptic ulcer and 
dark complexion. Two sisters are well and 
have no increased skin pigmentation. Of 
the patient’s children, one daughter, aged 
26 years, has perioral macular skin pig- 
mentation but is otherwise well and has no 
gastrointestinal symptoms. It has not as 
yet been possible to carry out intestinal ra- 
diography on the brother and daughter. 


Progress 


The patient has continued to have recur- 
rent abdominal pains, though his appetite 
remains fair and his weight stable. 

The density of the diffuse skin pigmen- 
tation has decreased during the last 12 
months, though the macular pigmentation 
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Fig 1.—Pigmented papillomas of buccal mucosa. 


of the forearms and perioral regions re- 
mains, as does the pigmentation of the 
buccal papillomas. 

There has been evidence of progressive 
renal dysfunction, and it is thought that 
this is secondary to his essential hyperten- 
sion. 

Bowel habit remains unchanged, and 
there has been no evidence of gastroin- 
testinal bleeding. 


Investigations—1971 to 1974 


Blood.—Studies on blood revealed that 
the following were within normal limits: 
complete blood cell count; erythrocyte sedi- 
mentation rate; electrolytes; serum creati- 
nine; lipids; liver function tests; serum 
iron, caleium, magnesium, and acid phos- 
phatase; cortisol levels (morning and eve- 
ning); protein electrophoresis; and immu- 
noglobulins. The blood urea nitrogen value 
in 1978 was 61 mg/100 ml. Creatinine 
clearance, catecholamine excretion, urinal- 
ysis, and urine culture were within normal 
limits. Tests for occult blood in the feces 
were negative. 

X-ray Film Findings.—X-ray films of the 
chest showed it to be normal; a cholecysto- 
gram and liver and spleen scans were also 
normal. Intravenous pyelography per- 
formed in 1971 and 1973 was within normal 
limits both times but showed a post- 
micturition residue. Barium meal study 
and follow-through in 1971 revealed a nor- 
mal esophagus, stomach, and duodenum, as 
well as a normal transit time with no evi- 
dence of malabsorption. Multiple small in- 
testinal polyps were present. A follow- 
through barium meal study was repeated 
in 1974, and no marked changes were ob- 
served. A barium enema in 1971 showed no 
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pertinent abnormality apart from mild 
sigmoid diverticular disease. 

Sigmoidoscopy.—Sigmoidoscopy revealed 
a macroscopically normal mucosa to 22 cm 
without pigmentation. There were two ses- 
sile polyps at 7 and 15 em that were re- 
moved and histologically examined. The 
finding was a rectal polyp showing the ap- 
pearance of a metaplastic polyp with mus- 
cularis mucosa arborization around the 
mucous glands. There were large amounts 
of melanin pigment in the lamina propria, 
but there was no evidence of malignant 
cells. This is diagnostic of a Peutz-Jeghers 
hamartoma. 

Gastroscopy and Duodenoscopy.—These 
findings were normal, and there was no 
evidence of gastric or duodenal polyps. 

Oral Examination.—Oral examination 
(Fig 1) revealed numerous papillomatous 
lesions on the buccal mucosa on both sides 
of the mouth. Most of the lesions were pig- 
mented, and the larger lesions were ap- 
proximately 4 to 5 mm in size. A biopsy 
was performed on one of the lesions. The 
histologic findings were squamous cell pa- 
pilloma, with greatly increased melanin 
pigment present in the melanophages of 
the superficial mucosal and basal layers. 

Examination of the lower area of the 
nares revealed a pigmented polyp in the 
right nostril. Since this polyp had begun to 
cause some discomfort, it was removed. 
The histologic finding was a nasal polyp 
showing edematous mucosa with telangi- 
ectatie blood vessels. The polyp was lined 
with squamous cells with increased mela- 
nin pigment in the basal layer of the epi- 
dermis. Vertical banding of melanin pig- 
ment was present in the superficial dermis 
at one site. 
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Fig 2.—Pigmented polyp at right nostril. 


COMMENT 


In 1921, Peutz? of the Hague 
described a family in which several 
members had pigmented spots of the 
mouth, hands, and feet. Two of the 
family had nasal polyps in addizion to 
intestinal polyps. 

Peutz made the observation that 
the dark-brown skin and lip pigmen- 
tation faded in the course of years. 

The first known reference to this 
type of abnormal pigmentation was 
made by Hutchinson in 1896 when he 
described two cases in identical fe- 
male twins. It was likely that one of 
these twins had intestinal polyps, for 
she died of intussusception at tae age 
of 21 years. The summary in 1349 by 
Jeghers and co-workers was aczepted 
as the first definitive collection of 
cases.” 


Inheritance 


The syndrome is inherited and is 
determined by an autosomal dominant 
gene.** A hereditary tendency is 
found in 55% of the subjects, and 
a large pedigree study has shown a 
wide variation in the clinical mznifes- 
tations in the relatives ef known pa- 
tients, both clinically normal and 
asymptomatic carriers. 


Age at Onset 


Symptoms attributable to the 
polyps usually occur before the age of 
30 years’ but may be delayed until 
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later in life. 

One case has beer reported where 
the initial symptoms were noted at 
age 75 years? In this patient, bowel 
symptoms began at age 59 years, and 
the increasing skin pigmentation ap- 
parently was first noticed at the same 
time. 


Clinical Features 


The patients are of either sex 
and usually of dark complexion. The 
pigmentary changes may develop ear- 
ly in childhood.” 

Symptoms referable to the intesti- 
nal polyps may begiz in childhood and 
are usually recurrent episodes of ab- 
domina! pain and vomiting. Intussus- 
ception is common and may be recur- 
rent. Gastrointestinal tract bleeding 
is less eommon. There have been re- 
ports of death from carcinoma arising 
in a large-bowel polyp,’ in the stom- 
ach, and in thexduodenum.*^'^ An asso- 
ciation with varying forms of ovarian 
neoplasm has been noted." 

Pathologie findings of skin and mu- 
cosa show an increase in the number 
of melanocytes in the basal layer, 
with pigment-ladem macrophages in 
the upper dermis. The histologic find- 
ing is lentigo? Throughout the epi- 
dermis, there are rumerous melanin 
granules that may Þe concentrated in 
vertical bands. 


Locatior of Pigmentation 


The oral mucous membrane is 
almost constantly involved. Round, 
oval, or irregular patches of pigmen- 
tation 1 to 5 mm ir diameter are dis- 
tributed over the buccal mucosa, the 
gums, the hard palate, and the lips. 
Larger maecules may be present on 
the hands and feet.’ 


Location of Polyps 
as of 1957 


In 1957, Bartholomew et al 
recorded the sites «f the polyps to be 
as follows: jejunum, 54 cases; ileum, 
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43 cases; colon, 26 cases; rectum, 22 
cases; stomach, 17 cases; duodenum, 8 
cases; appendix, 3 cases; and nose, 2 
cases. None in the mouth have been 
recorded in the literature studied. 


Histopathologic Findings of Polyps 


Eighty percent of the polyps were 
said to be benign adenomas,’ but 
more recently the polyps are said to 
be hamartomas with conglomerate tis- 
sues present endogenous to the area 
in which the polyps are situated. 

Twenty percent may show low- 
grade malignant changes. True ma- 
lignant neoplasms in the stomach, 
duodenum, colon, and rectum, with 
metastases in some cases, have been 
reported.™ "° The accumulating case re- 
ports of malignant tumors of stomach 
and duodenum in this syndrome sug- 
gest that lesions in these areas should 
not be considered to be benign and 
that all patients should have endos- 
copy and biopsy of any suspected le- 
sions. 


Diagnosis 


The mucosal pigmentation is the 
most constant feature of this syn- 
drome. In the Cronkhite-Canada syn- 
drome,” diffuse pigmentation of the 
palms, volar aspects of the fingers, 
and macular pigmentation of the 
dorsa of the hands are associated 
with gastrointestinal polyposis plus 
protein-losing enteropathy. The pig- 
mentation, however, spares the mu- 
cous membrane, and other associated 
features are of the ectodermal dys- 
trophy group—nail dystrophy and alo- 
pecia. 

In this patient, we have excluded 
Addison disease, hemochromatosis, 
carcinomatosis, and hepatic and pan- 
creatic disease as the causes of his 
pigmentation and abdominal symp- 
toms. 

This patient fulfilled the necessary 
eriteria for diagnosis of the Peutz- 
Jeghers syndrome with additional evi- 


dence of a family history of the dis- 
ease. 

The oral papillomas would appear 
to be a part of the syndrome in this 
patient, especially in view of the in- 
creased deposition in the basal layer 
of the papillomas on which biopsy was 
done, and may represent immature 


polyps. 


Captain P. J. Preston, Royal Navy, and Com- 
mander J. F. Rivers, Royal Navy, gave their per- 
mission to report on this patient, who was under 
their care. 


Nonproprietary Name and 
Trademark of Drug 


Methyldopa— Aldomet. 
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Subcutaneous Fat Necrosis 


Associated With Pancreatic Disease 


Philip S. H. Hughes, MD; Prapand Apisarnthanarax, MD; J. Fred Mullins, MD 


Subcutaneous fat necrosis, a type of 
panniculitis, is a rare entity that is mani- 
fested by painless or painful subcutane- 
ous nodules on the legs, buttocks, or 
trunk and is associated with pancreatitis 
or carcinoma of the pancreas, either of 
which may be asymptomatic. The histo- 
pathological findings are pathognomonic 
and consist of subcutaneous focal fat ne- 
crosis and "'ghost-like" cells with thick, 
shadowy walls and no nuclei. 

Arthritis, particularly of the ankles, is a 
commonly associated finding. Distant foci 
of fat necrosis in pancreatic disease are 
probably due to the local action of he- 
matogenous-borne trypsin and lipase. 
Since the underlying pancreatic disease 
may be asymptomatic, histopathologic 
study of all cases of panniculitis should 
be considered. 


oes anm fat necrosis, a type 
of panniculitis directly associ- 
ated with pancreatic disease, is a rare 
entity that was first described in 1883 
by Chiari' and later in 1889 by Hanse- 
mann.” The skin lesions begin on the 
legs, buttocks, or trunk as painless 
or painful erythematous subcutane- 
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ous nodules. The panniculitis is asso- 
ciated with pancreatitis or carcinoma 
of the pancreas, either of which may 
be asymptomatic. In their classic pa- 
per, Szymanski and Bluefarb noted 
the pathognomonic histopathological 
findings of subcutaneous focal fat ne- 
crosis and “ghost-like” cells with 
thick shadowy walls and no nuclei.’ 

We wish to report the case of a 58- 
year-old man whose presenting com- 
plaint was subcutaneous fat necrosis 
associated with asymptomatic pan- 
creatic disease to emphasize its im- 
portance as a skin sign of internal 
disease and to review the literature 
on this subject. 


REPORT OF A CASE 


A 58-year-old man was first seen at the 
University of Texas Medical Branch, Der- 
matology Clinic, in April 1974 for eval- 
uation of erythematous nontender nodules 
of unknown cause. 

Four weeks earlier, crops of nontender 
nodules appeared on the lower areas of the 
legs, the thighs, the buttocks, the lower 
part of the back, and the feet. The nodules 
had not drained any material, nor were 
they migratory. The patient had a low- 
grade fever at their onset and complained 
of an 11.4-kg (25-lb) weight loss several 
months previously. One week prior to ad- 
mission, he developed pain and swelling of 
both ankles, and a few blisters appeared 
on the dorsa of his feet. Four months ear- 
lier, he experienced bouts of epigastric 
pain lasting several hours. Five weeks 


prior to admission, after a bout of heavy 
alcohol drinking, his abdominal pain wors- 
ened, and he suffered vomiting and 
diarrhea for a few days. He has been free 
of gastrointestinal complaints since that 
time. 

The patient had a long medical history 
of alcoholism. He stated that he had coc- 
cidioidomycosis in 1961 and pneumonia in 
1969. He was a heavy cigarette smoker. 
Family history included relatives with dia- 
betes mellitus and heart disease. Current- 
ly, he was taking aspirin for arthralgia. 

The patient was thin and appeared 
chronically ill. At the time of admission, he 
was afebrile, his pulse rate was 88 beats 
per minute and regular, and blood pressure 
was 110/70 mm Hg. He had minimal hepa- 
tomegaly, the liver edge being palpable 5 
em below the costal margin. The abdomen 
was soft, nontender, and free of palpable 
masses. There was no splenomegaly. No 
lymphadenopathy was present. About 25 
erythematous, nontender subcutaneous 
nodules, 1 to 5 cm in diameter, were pres- 
ent over the lower part of the back, the 
buttocks, the thighs, and the lower areas of 
the legs (Fig 1 and 2). Both ankles were 
red, swollen, and tender. A few superficial 
erosions were present on the dorsum of the 
foot and ankle, associated with pitting 
edema. A warm erythematous plaque was 
present on the dorsum of each foot. Oth- 
er physical examination findings were 
normal. 


Histopathologic Findings 


A skin biopsy was taken from a nodule 
on the right buttock and stained with 
hematoxylin-eosin. The epidermis ap- 
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Fig 1.—Subcutaneous fat necrosis of 
buttocks. 


peared normal. !n the dermis, there was a 
moderate perivascular mononuclear infil- 
trate and capillary endothelial swelling. 
The characteristic histopathologic changes 
occurred in the subcutaneous tissue and 
consisted of foci of fat necrosis, showing 
"ghost-like" fat cells with thick, “shad- 
owy” walls (Fig 3). There was complete 
loss of nuclear staining in the fat septum. 
Fine granular*basophilic material was seen 
within and around the necrotic fat cells. 
Transition forms between almost normal- 
appearing fat-cells anc so-called ghost-like 
fat cells oecurred. Surrounding the focal 
fat necrosis and sweat glands and deep 
ducts, there was a polymorphous in- 
flammatory infiltrate composed of mono- 
nuclear cells, «osinophilis, neutrophils, and 
nuclear dust. Focal areas of hemorrhage 
and connective tissue necrosis were pres- 
ent. Speeial stains for caleium (von Kossa 
and alizarin red S) were positive in the 
areas of fine granular basophilic material 
(Fig 4). 


Laboratory Findings 


On admissicn, the white blood cell 
(WBC) count was 11,000/cu mm, with 10% 
eosinophils, and the hemoglobin level was 
15 gm/100 ml. Erythrocyte sedimentation 
rate (Wintrobe) was 47 mm/hr. Urinalysis 
was normal, and the VDRL test for syphi- 
lis was nonreactive. 

Additionally, the *ollowing laboratory 
values were determined: serum calcium, 
8.2 mg/100 ml; serum phosphorus, 4.0 
mg/100 ml; fasting glucose, 75 mg/100 ml; 
blood urea nitregen, 10 mg/100 ml; serum 
uric acid, 2.8 mg/100 ml; serum creatinine, 
0.8 mg/100 ml; serum bilirubin, 0.5 mg/100 
ml; serum alkaline phosphatase, 61 inter- 
national units (IU); lactic dehydrogenase, 
204 IU/ml; serum glutamic pyruvic trans- 
aminase, 19 Reitman-frankel units; serum 
glutamie oxaleacetic transaminase, 19 
Reitman-Frankel units; serum chlorides, 
106 mEq/liter; serum-carbon dioxide com- 
bining power, 24.5 mEq/liter; serum potas- 
sium, 40 mEg/liter; serum sodium, 140 
mEq/liter; prothrombin time, 12.2 seconds; 
rheumatoid arthritis latex fixation test, 
negative; serum cholesterol, 148 mg/100 
ml; triglycerides, 68 mg/100 ml. A five- 
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Fig 2.—Same patient showing subcuta- 
neous fat necrosis of lower areas of legs 
and of ankles. 





| CEPS 

Fig 3.—Skin biopsy specimen from nod- 
ule on right buttock shows characteristic 
histopathologic changes in subcutaneous 
tissue consisting of ‘‘ghost-like’’ fat cells 
with deposits of calcium within and about 
them. Note inflammatory infiltrate sur- 
rounding fat necrosis (hematoxylin-eosin, 
original magnification x 250). 


hour glucose tolerance test was normal. 
The antinuclear antibody (ANA) test was 
positive (titer, 1:10), with a speckled 
pattern. Serum protein electrophoresis 
demonstrated a decreased albumin value of 
2.7 gm/100 ml. 

At the time of admission, the serum am- 
ylase value was 4,300 Somogyi units; on 
day 2, it was 2,040 units; on day 4, 2,300 
units; on day 5, 10,000 units; on day 6, 372 
units; on day 7, 91 units; on day 8, 73 units; 
on day 10, 69 units; and on day 11, 75 So- 
mogyi units. The serum lipase level on the 
fourth hospital day was 10.6 units/ml. 

Skin tests for tuberculosis (5 tuberculin 
units [T.U.]), coccidioidomycosis, and 
mumps sensitivity were all negative; how- 
ever, a histoplasmin skin test was positive. 
Complement fixation tests for histoplas- 
mosis, coccidioidomycosis, and blastomy- 





Fig 4.—Calcium demonstrated in area of 
fine granular basophilic material (alizarin 
red, original magnification x 250). 


cosis were all nonreactive. A chest x-ray 
film was normal, except for blunting of the 
right costophrenic angle posteriorly, sec- 
ondary to previous inflammatory disease. 
Skull x-ray films, a cholecystogram, and 
kidneys, ureters, and bladder were normal. 
An upper gastrointestinal tract examina- 
tion revealed a hiatal hernia. The electro- 
cardiogram had prominent Q waves infe- 
riorly and laterally. Liver and pancreas 
scans were normal. One month after dis- 
charge, the serum amylase level was 63 So- 
mogyi units, and a repeat ANA test was 
negative. 


Diagnosis, Treatment, 
Progress 


Immediately after the skin biopsy speci- 
men was examined, a presumptive diag- 
nosis of subcutaneous fat necrosis associ- 
ated with pancreatic disease was made. 
The superficial erosions on the patient’s 
foot were probably secondary to the ankle 
edema and associated trauma. Anticholin- 
ergic medication, a low-fat diet, leg eleva- 
tion, and support stockings were prescribed. 
The hospital course was uneventful until 
the third hospital day when the patient de 
veloped severe low-back pain lasting about 
12 hours. Since this was interpreted as an 
acute symptomatic exacerbation of his 
pancreatitis, oral intake was discontinuec, 
nasogastric suction instituted, and main- 
tenance fluids were administered intrave 
nously. On the seventh day, oral feedings 
were resumed. 

By the fifth hospital day, the nodules on 
the lower extremities had decreased in size 
and had developed a bruised appearance. 
The patient's ankles were less tender, the 
edema had resolved, and the superficial 
erosions had healed. After twelve days, the 
eruption on the lower extremities was 
"bruised" and barely palpable. At that 
time, there was beginning resolution of the 
nodules on the buttocks and thighs. He had 
remained well throughout the hospital 
course, other than the 12-hour episode cf 
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Subcutaneous 
Fat Necrosis 


Age, yr 
Mean 
Range 


Sex, % 
M 


F 


Presenting 

complaint, % 
Abdominal pain 
Skin eruption 
Joint pain 
Fever 
Chest pain 
Jaundice 


Skin eruption, % 
Painless nodules 
Tender nodules 


Type of pancreatic 
disease, % 
Acute pancreatitis 
Cholelithiasis, 
pancreatitis 
Chronic pancreatitis 
Cholecystitis, 
pancreatitis 
Pseudocyst 
Adenocarcinoma 
Acinous carcinoma 
Epithelioma 
Alcoholism, % 
Eosinophilia, % 
Arthritis, % 
Overall 
Ankle pain in those 
with arthritis 





low-back pain, which was unassociated 
with gastrointestinal symptoms. He was 
discharged on the 13th day with a diag- 
nosis of subcutaneous fat necrosis associ- 
ated with an acute exacerbation of chronic 
pancreatitis and chronic alcoholism. Two 
months later, he felt well, with no skin, 
gastrointestinal, or joint complaints. Con- 
secutive hyperpigmentation overlying the 
sites of previous subcutaneous nodules, 
was present. 


COMMENT 


The Table summarizes from the lit- 
erature 36 cases of pancreatitis and 
17 cases of carcinoma of the pancreas 
associated with subcutaneous fat ne- 
crosis.*** The subcutaneous fat necro- 
sis associated with pancreatitis oc- 
curred in younger patients (mean 
age, 46 years) than that related to 
carcinoma of the pancreas (mean age, 
62 years) There was a male pre- 
ponderance in both types but more 
striking in the latter. Alcoholism was 
a significant associated disorder, 
since it occurred in 47% of the pa- 
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Findings in Patients With Subcutaneous Fat Necrosis 
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Pancreatitis Pancreas 
(36 Cases) (17 Cases) 
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tients with pancreatitis. Eosinophilia 
was a common finding, particularly 
with carcinoma of the pancreas. 

A most important observation is 
that the skin eruption may be the pa- 
tient's presenting complaint, and this 
is often unrelated to abdominal com- 
plaints, particularly in cases of car- 
cinoma where the chief complaints 
were the skin nodules (65%) and joint 
pain (35%). Only 12% of the patients 
initially complained of abdominal 
pain. In less than half the patients, 
the nodules were painless. Histologi- 
cally, all nodules showed the charac- 
teristic fat necrosis. 

Joint manifestations are promi- 
nent and occur with pancreatic carci- 
noma and pancreatitis. The ankles 
are commonly involved. Studies have 
described lipid vacuoles in cells of 
synovial tissues,"?*? and the asso- 
ciated joint involvement may relate 
to pancreatic enzymatic action 
thereon. Multiple lytic bone lesions 
with fat necrosis in the marrow cav- 


ity recently have been described.** It 
has been suggested that acinous-type 
pancreatic carcinoma is most directly 
connected with nodular fat necrosis, 
since this is a relatively uncommon 
type of pancreatic neoplasm and it 
has an unusually high representation 
in these cases.? However, one diff- 
culty with this assumption is classifi- 
cation, for pancreatic neoplasms are 
notoriously anaplastic and variable.* 

The subcutaneous fat necrosis ap- 
pears on the lower extremities and 
subsequently on the buttocks and 
trunk. The appearance of nodules on 
the upper part of the arms, the tho- 
rax, and the scalp has been reported. 
In a few instances, the skin nodules 
have broken down spontaneously and 
drained creamy, sterile material. 
However, the name “nodular lique- 
fying panniculitis"* for this disease 
is a misnomer, since only 2 few of the 
patients had nodules that broke 
down, drained, or were fluetuant. One 
patient had punched-out lesions that 
were rapidly progressive. The nodules 
are multiple, but seldom more than 30 
in number. 

The clinical differential diagnosis 
includes erythema nodosum, lupus 
profundus, periarteritis nodosa, 
Weber-Christian disease, subacute 
bacterial endocarditis, allergic vas- 
culitis, lupus erythematosus, gout, 
lymphoma, Whipple disease, Wegener 
granulomatosis, and, particularly in 
our patient, metastatic carcinoma. 
Our patient’s lesions resolved, leaving 
a bruised appearance suggestive of 
resolving erythema nodosum. Of par- 
ticular help in diagnosis are the com- 
monly associated symptoms of sore- 
ness, erythema, and aching around 
the ankles, as in our patient. 

Our case demonstrates the unusual 
histopathological features of subcuta- 
neous fat necrosis (Fig 3). As de- 
scribed by Szymanski and Bluefarb,* 
these changes are pathognomonic and 
consist of foci of fat necrosis with 
"ghost-like" cells having thick shad- 
owy walls and no nuclei. Granular 
material that appears basophilic is lo- 
cated within and around necrotic fat 
cells. In our case, a von Kossa stain 
and an alizarin red S stain demon- 
strated that this material was cal- 
cium (Fig 4); however, a calcium stain 
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in Szymanski 3 patient was negative. 
An inflamma-ory zone of acute and 
chronic natur» surrounds the foci of 
necrosis and -onsists of polymorpho- 
nuclear leukczytes, eosinophils, lym- 
phocytes, histiocytes. foam cells, and 
foreign-body ziant cells. Hemorrhage 
is oecasionall* noted. These findings 
are identical to those of fat necrosis 
involving the abdomen.’ 

In considering the histopathologi- 
cal differential diagnosis, none of the 
other types əf panniculitis resemble 
this entity. n subcutaneous fat ne- 
crosis of the aewborn, the fat necrosis 
is diffuse anc the cells are not “ghost- 
like.” Also, the presence of numer- 
ous needle-li-e crystals in rosette for- 
mation distir guish it from pancreatic 
fat necrosis. In Weber-Christian pan- 
niculitis."-** shere is fat replacement 
atrophy (wueheratrephic) by numer- 
ous lymphocytes and histiocytes but 
no actual necrosis of the fat cells. 
In erythema induratum, although fat 
necrosis ma- occur, the surrounding 
epithelioid aad lymphoid cells produce 
a tubercle that is easily distinguished 
from the appearance of pancreatic fat 
necrosis. Erythema nodosum® shows 
an extensive perivascular cellular in- 
filtrate, fibrmoid degeneration of col- 
lagen in the connective tissue septa 
of the sub-utaneous layer, minute 
nodules of histiocytes and lympho- 
cytes in the connective tissue septa, 
and no true fat necrosis. It is gener- 
ally believe« that cistant foci of fat 
necrosis in pancreatic disease are due 
to the local action of hematogenous- 
borne trypsn and lipase.” Fat ne- 
crosis has t2en produced experimen- 
tally by injections of lipase." It is 
believed thet trypsin causes changes 
in permeabidity of the cutaneous ves- 
sels and thet the fat necrosis is then 
produced b- lipase.'" An association 
between bleod levels of amylase and 
the onset of the subcutaneous nodules 
has been raade, with peak amylase 
levels eccurming two to three days af- 
ter the appearance of the eruption." 
Our patien’ nodules resolved as his 
serum amy 3se levels returned to nor- 
mal. The subcutaneous nodules in our 
patient anc in mos: of the patients in 
the literature occurred predominantly 
in areas of stasis. Prior to resolution 
elsewhere -nd before the fall in the 
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serum amylase level, our patient's leg 
eruption resolved rapidly after he be- 
gan wearing elastic support stock- 
ings. This might correlate with the 
supposed vascular damage as the ini- 
tiating event in subcutaneous pan- 
nieulitis. In one of the few cases of 
liquefaction, the material was aspi- 
rated, and the amylase value was 340 
units? Although circulating lipase is 
believed to be responsible for the pan- 
nieulitis, an elevated serum lipase 
level has been sought in few patients 
whose cases are reported in the litera- 
ture. In several cases associated with 
pancreatitis, the serum lipase values 
were 6.6 Sigma-Tietz units” (normal, 
less than L5 units) 1.4 units, 5.9 
units," 12 units;* and, in our case, 
10.6 units. In one case associated with 
acinous carcinoma of the pancreas, 
the serum lipase value was markedly 
elevated at 26.9 units." Although we 
demonstrated that there were cal- 
eium deposits within and around the 
necrotic fat cells, our patient's serum 
caleium level was normal (ie, normal, 
considering his low serum albumin 
level). 

The importance of the positive 
ANA (speckled pattern, 1:10 titer) 
test in this patient is uncertain. 
There was no evidence of a malignant 
neoplasm in this case. We can find no 
other instance in which an ANA titer 
was determined in patients with fat 
necrosis, although two patients, one 
with traumatic pancreatitis and the 
other with acinar cell carcinoma,” 
had negative LE cell preparations. 
One month after discharge, a repeat 
ANA test was negative for our pa- 
tient. 

The treatment of subcutaneous fat 
necrosis is primarily that of the un- 
derlying pancreatic disease. Support 
hose and leg elevation may afford res- 
olution of the subcutaneous nodules. 
Concerning the role of systemically 
administered steroids, they are of un- 
proved benefit in acute pancreatitis.” 
They reduce pancreatic inflammation 
experimentally, but clinically they 
are of little benefit. They may be 
given in large dosage if severe shock 
occurs. 

This case emphasizes that the diag- 
nosis of subcutaneous fat necrosis as- 
sociated with pancreatic disease is 


primarily a histopathologic diagnosis, 
since the underlying pancreatic dis- 
ease may be asymptomatic. For this 
reason, histopathological study of all 
cases of panniculitis, particularly 
those occurring in older men, should 
be considered, and a search for under- 
lying pancreatic disease should be 
made. 


Texas Pharmacal Company contributed to the 
cost of reproduction of the color illustrations. 
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leading topical steroid 
against the toughest 
dermatitis—psoriasis. 
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Betamethasone-17- Halcinonide 
valerate 0.1% Cream 0.1% Cream 
superior superior 


fe Y SEES 


. Range 75-91% depending upon dermatosis 
and use of occlusion. 


From a total of 2839 patients (both in the 

U.S. and in foreign countries) evaluated for 
safety, 150 experienced local side reactions; 
107 patients had reactions to halcinonide 
cream alone, 21 patients had reactions to 
placebo or to a comparison drug alone, and 
22 other patients had reactions to a com- 
parison drug or to placebo and halcinonide 
cream. Transient stinging and burning was 
the side effect in the majority of cases. 


HALOG * Cream (Halcinonide Cream 0.1%) 


DESCRIPTION 

Halog Cream (Halcinonide Cream 0.195) con- 
tains the active synthetic corticosteroid 
halcinonide. The chemical name is 21-chloro- 
9-fluoro-115, 16a, 17-trihydroxypregn-4-ene- 
3,20-dione, cyclic 16,17-acetal with acetone. 
Each gram of Halog Cream contains 1 mg. 
halcinonide (0.196) in a specially formulated 
cream base consisting of glyceryl mono- 
Stearate N.F. XII, cetyl alcohol, myristyl 
stearate, isopropyl palmitate, polysorbate 60, 
propylene glycol, and purified water. 


ACTIONS | 

Halog Cream (Halcinonide Cream 0.1%) is 
primarily effective because of its anti-inflam- 
matory, anti-pruritic and vasoconstrictive 
actions. 


INDICATIONS 

Halog Cream (Halcinonide Cream 0.1%) is 
intended for topical application for adjunctive 
therapy and symptomatic relief of inflamma- 
tory manifestations of acute and chronic 
corticosteroid responsive dermatoses. 


CONTRAINDICATIONS 

Topical steroids are contraindicated in 

vaccinia, varicella, and in those patients with 

a history of hypersensitivity to any of the 
omponents of the preparation. This prepara- 

tion is not for ophthalmic use. 


PRECAUTIONS 

eneral 
f local infection exists, suitable concomitant 
antimicrobial or antifungal therapy should be 
idministered. If a favorable response does not 

ccur promptly, application of the corticoste- 
oid should be discontinued until the infection 
s adequately controlled. 

Although systemic side effects associated 
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Halcinonide 
Cream 01% 


84% excellent/ 
good responses 
in clinical trials 
on 1931 patients 


Patients 
Fair/poor 


with absorption of topical corticosteroid 
preparations are rare, their possible occur- 
rence must be kept in mind when these 
preparations are used over large areas or for 
an extended period of time. 

If irritation or sensitization develops, the 
preparation should be discontinued and 
appropriate therapy instituted. 

Although topical steroids have not been 
reported to have an adverse effect on preg- 
nancy, the safety of their use during pregnancy 
has not been absolutely established; therefore, 
they should not be used extensively on 
pregnant patients, in large amounts, or for 
prolonged periods of time. 


Occlusive Dressing Technique 
The use of occlusive dressing increases the 
percutaneous absorption of corticosteroids; 
their extensive use increases the possibility 
of systemic effects. For patients with exten- 
Sive lesions it may be preferable to usea 
sequential approach, occluding one portion of 
the body at a time. The patient should be kept 
under close observation if treated with the 
occlusive technique over large areas and over 
a considerable period of time. Occasionally, 
a patient who has been on prolonged therapy, 
especially occlusive therapy, may develop 
symptoms of steroid withdrawal when the 
medication is stopped. Thermal homeostasis 
may be impaired if large areas of the body are 
covered. Use of the occlusive dressing should 
be discontinued if elevation of the body tem- 
perature occurs. Occasionally, a patient may 
develop a sensitivity reaction to a particular 
occlusive dressing material or adhesive anda 
substitute material may be necessary. 

If infection develops, discontinue the use of 
the occlusive dressing and institute appro- 
priate antimicrobial therapy. 


ADVERSE REACTIONS 
The following local adverse reactions have 
been reported with topical corticosteroids: 
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Well tolerated 
in more than 95% 
of 2839 patients’ 


Local reactions 
(Only) to Halcinonide 
Cream 01% 


4.5% 


burning, itching, irritation, striae. skin atrophy, 
secondary infection, dryness follicu itis, 
hypertrichosis, acneform eru»tions, and hypo- 
pigmentation. The following may occur more 
frequently with occlusive dressings: macera- 
tion of the skin, secondary intection, skin 
atrophy, striae, and miliaria. Contact sensitivity 
to a particular dressing material or adhesive 
may occur occasionally (see PRECAUTIONS). 


DOSAGE AND ADMINISTRATION 

Apply Halog Cream (Halcinoride Cream 0.1%) 
to the affected area 2 to 3 times daily Rub 

in gently. 


Occlusive Dressing Technique 

Particularly resistant lesions əf ch roaic 
dermatoses such as psoriasi- and ne uro- 
dermatitis may require the use of Haiog Cream 
(Halcinonide Cream 0.1%) uncer ocdusive 
dressings. Gently rub a small.amoun: of the 
cream into the lesion until it « isappears. 
Reapply the preparation leaveng a thin coat- 
ing on the lesion and cover wtha pliable 
nonporous film. The frequency of changing 
dressings is best determinedon an individual 
basis. Good results have been obtaired by 
applying the cream under an »cclusive dress- 
ing in the evening and removmg the dressing 
in the morning (i.e., 12-hour ccclusicn). When 
utilizing the 12-hour occlusica regimen, addi- 
tional cream should be applied, without 
occlusion, during the day. Reapplication is 
essential at each dressing change. 


HOW SUPPLIED 


Halog Cream (Halcinonide Cr»am 0. f$) is 
supplied in tubes of 15 and 60:gràms. 
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REPORT 


News and Information from the American Academy of 
Dermatology and its National Program for Dermatology 


Profile: 
Herbert Mescon, M.D., 
AAD Vice-President 


The year: 1952. Herbert 
Mescon, M.D., a fledgling in 
academic medicine, is made 
head (and only member) of 
the Department of Derma- 
tology at Boston University 
School of Medicine. 

The year: 1975. Herbert 
Mescon, M.D. (Figure), is 
Professor and Head of the 
Department of Dermatology 
at Boston University School 
of Medicine with a full-time 
hospital-medical school staff 


Herbert Mescon, M. D. 


of 50. 

The evolu-ion of the Boston school’s dermatology de- 
partment from a staff of one to a staff of 50 tells a lot 
about the new Vice President of the American Academy 
of Dermatoogy. Bet there is a great deal more to the 
story. 

“The staf growta has been accomplished with essen- 
tially the same budget allocation from the School of Medi- 
cine," said Lr. Meseon. "The money for departmental op- 
eration comes from such sources as research grants, 
consulting f»es, anc reimbursement for clinical investiga- 
tion services.” A fmancially break-even skin pathology 
section examines 4500 specimens a year. 

Still anotBer side to Dr. Mescon is his interest in clinical 
practice. He not oaly carries a heavy load of adminis- 
tration of teaching and research, but also spends three 
half days a week iz the office taking care of private pa- 
tients. (Dr. Mescor and two of his senior departmental 
colleagues—Sohn S Strauss, M.D., and Peter E. Pochi, 
M.D.—have set up a private practice partnership entity 
which functions as part of the Medical Center.) 

New Engand has been Herb Mescon's home base for 
some time znd probably will be for many more years (he 
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and his wife Barbara have just purchased property on 
Cape Cod and are making plans to build a home). But a 
large chunk of his early life was spent in New York and 
Philadelphia. 

The AAD Vice President was raised in New York City, 
graduating from City College at the age of 19. By the 
time he was 23, he had a medical degree from Boston Uni- 
versity School of Medicine and was receiving advanced 
training in pathology at the Mallory Institute. 

At this point in his life, the war years interceded and 
the young Dr. Mescon's talents as a pathologist were put 
to use by the U. S. Army Medical Corp (in Alaska and 
Canada) for a three-year period. After service, his gradu- 
ate training continued with a rotating internship at Leba- 
non Hospital in the Bronx, N.Y., and a straight medical 
internship at Boston City Hospital. 

The years 1947-1952 can be called Herb Mescon's Phila- 
delphia period. He was a Fellow in Dermatology and Syph- 
ilology and, later, on the staff of the Department of 
Dermatology of the University of Pennsylvania Hospital. 
For 24 months he also served with the frst group of 
Damon Runyon Cancer Research Fellows—combining his 
expertise in pathology, histochemistry, and dermatology. 

In 1952, fresh from five years of intensive work under 
the tutelage of AAD Past President Donald M. Pillsbury, 
Herbert Mescon was asked to head up the Department of 
Dermatology at Boston University School of Medicine. 
The rest is dermatology history. 

In the ensuing years, he was elected to the Presidencies 
of the New England Dermatological Society and the Soci- 
ety for Investigative Dermatology. 

The years have been good to Dr. Mescon, personally as 
well as professionally. He and his wife Barbara have four 
children—two boys and two girls. With the exception of 
the oldest girl (who is married), all are in college. 

Barbara has not wanted for things to do. When the chil- 
dren were growing up, she did volunteer work at the hos- 
pital—eventually becoming President of the Hospital Aid 
Association at the University Medical Center. Just re- 


cently, with her family raised, Mrs. Mescon has made a 


major career decision of her own: she has become a profes- 
sional travel agent. 
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Mrs. Mescon's interest in travel has probably been 
whetted by the invitations her husband gets to speak at 
overseas meetings. (The AAD Vice President, for in- 
stance, was the chief guest lecturer at the 25th Annual 
Meeting of the Indian Medical Society.) 

When you pin Herb Mescon down on the highlights of 
his 23 years in Boston, he cites a "proud moment" and a 
"biggest regret." The proud moment: when the students 
at Boston University School of Medicine chose him for 
election to AOA (an honor given to few faculty members). 
The biggest regret: Not being able to beat his children at 
tennis (they all are court champions). 


Four Made Honorary Members of AAD 


Honorary memberships in the American Academy of 
Dermatology have been bestowed on four prominent der- 
matologists—bringing the total number of Honorary 
Members of the Academy to nine. 

Cited for the honor were Robert R. Kierland, M.D., 
Rochester, Minn.; Francis W. Lynch, M.D., St. Paul, Minn; 
J. L. Pipkin, M.D., San Antonio, Tex.; and Samuel J. Za- 
kon, M.D., Chicago, Ill. 

Meanwhile, the AAD Committee on Membership, meet- 
ing in Chicago, recommended that 332 dermatological sci- 
entists be accepted in four membership categories. Here is 
the breakdown by categories: Fellows, 88; Associates, 200; 
Affiliates, 27; and Non-resident Fellows, 17. 


Status of Home Study Program 


Projected plans for the American Academy of Derma- 
tology's Home Study Program are to have four programs 
available for subscription at the time of the 1975 AAD 
meeting in San Francisco. 

One program, on Malignant Melanoma, has already 
been completed under the supervision of an Academy 
Committee headed by Thomas B. Fitzpatrick, M.D., Bos- 
ton, Mass. This program—a prototype for future efforts— 
has been "tested" on a panel of 40 to 50 dermatologists to 
provide guidance in evaluation of format and in deter- 
mining feasibility of distribution methods. The AAD 
Home Study Program is being prepared with the assist- 
ance of Syntex Laboratories, Inc. 

Other members of the Home Study Program Committee 
are: Ervin Epstein, Sr., M.D., Oakland, Calif.; James H. 
Graham, M.D., Orange, Calif.; Alfred W. Kopf, M.D., New 
York, N.Y.; Marie-Louise Johnson, M.D., New York, N.Y.; 
Vietor D. Newcomer, M.D., Santa Monica, Calif.; Milton R. 
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Okun, M.D., Needham, Mass.; and E. William Rosenberg, 
M.D., Memphis, Tenn. 


Dermatology History To Be Discussed 


A history of dermatology round table discussion is 
scheduled at the 50th Anniversary Meeting of the Ameri- 
can Association for the History of Medicine on Thursday, 
May 1, 1975, in Philadelphia. The workshop is co-sponsored 
by the American Academy of Dermatology under the di- 
rection of AAD Historian, Lawrence Charles Parish, M.D., 
Philadelphia, Pa. 

According to Dr. Parish, this is the first time that a 
workshop has been held on the history of a specialty. The 
American Association for the History of Medicine (which 
will meet in Philadelphia April 30-March 3) hopes that the 
session will be a prototype for the historical discussions by 
other specialties. 


Search Underway for Gruber Awardees 


Rudolf L. Baer, M.D., New York, N.Y., AAD President, 
has announced the appointment of a Selection Committee 
to choose the 1975 Lila Gruber Cancer Research Awzrdee 
and the Lila Gruber Young Scientist Awardee. 

Dr. Baer said the Committee is reviewing a list of pos- 
sible candidates for the 1975 honors. Both awardees, who 
will receive stipends cf $7,500 and $2,500, respectively, will 
give major presentations at the 34th Annual Meeting of 
the Academy in San Francisco, Dec. 6-11, 1975. 


Survey Shows Use of lonizing Radiation 


A survey conducted by a Task Force of the AAD's Na- 
tional Program for Dermatology shows that more than 
half (55.5%) of the respondents have superiicial x-ray 
and/or grenz ray equipment available in their dermato- 
logical offices and 44.3% use x-ray therapy every week. 

The Task Force on Ionizing Radiation, headed by Her- 
bert Goldschmidt, M.D., Philadelphia, Pa., surveyed 4,560 
dermatologists in the United States and Canada; 2,444 re- 
plies were received and evaluated by a computer. 

Other survey results: frequency of use of x-ray therapy is 
directly proportional to patient load per week, percent- 
age of patients with skin cancer treated per week and 
number of years in practice; main indications for super- 
ficial x-ray therapy are—basal cell cancers (893%); 
squamous cell cancers (79.8%); mycosis fungoides (78.5%); 
Kaposi’s sarcoma (74.6%); lymphocytoma (55.8%); and ke- 
loids (55.5%). 













For jock itch 
and athlete's foot 


Tinactin Cream 


eBegins to relieve itching, burning within 
24 hours 
e Actually kills most skin ringworm fungi 
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No one dry skin product 
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can take care of 
all dry skin problems. 


It takes two: 





Most cosmetic dry skin problems can be treated 
by any number of good dry skin creams and 
lotions. 


But what about the more serious therapeutic 


dry skin problems? You need something stronger. 


That’s why we make two Aquacares. One for 
cosmetic dry skin conditions and one for 
therapeutic dry skin conditions. 
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Aquacare® (2% urea) was designed as a specific 
treatment for the many cosmetic dry skin 
complaints you encounter in your practice. Dish- 
pan hands, pruritis and mild atopic dermatitis 

all call for treatment with Aquacare. Why 
Aquacare when there are so many other fine 
cosmetic products available? Because Aquacare 
has been proven superior in the treatment of 
moderate manifestations of scaling dry skin. 


Aquacare®/HP (10% urea) was formulated as 

a specific treatment for the more severe dry skin 
conditions you see. Severe atopic dermatitis, 
xerosis (winter itch), ichthyosis, or other problem 
dry skin conditions require a therapeutic dry 
skin product. In numerous tests, Aquacare/HP 
has been shown to be highly effective in the 
treatment of these conditions. 


Aquacare/HP vs. Keri (In-Vive 
Effectiveness) 


Aquacare/HP Cream was compared to Keri 
Cream to determine in-vivo effectiveness. Five 
elderly volunteer patients with xerosis or the 
lower extremities were selected to participate in 
this study conducted during the winter months 
1972-73. Control cutaneous biopsies of af- 
fected areas were obtained prior to treatment. 
The patients applied the test preparations under 
double blind conditions three times a dau for 
three weeks with supervision from a registered 


nurse. 


PHOTOMICROGRAPHS TAKEN PRIOR TO TREATMENT SHOWING HYPERKERATOSIS-AND 
INTERSTITIAL EDEMA OF THE DERMAL CONNECTIVE TISSUE. 









LEFT LEG 
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LEFT LEG/POST-TREATMENT 
WITH KERI CREAM 


* - "ow i» 
RIGHT LEG/POST-TREATMENT 
WITH AQUACARE/HP CREAM 


After three weeks of treatment, follow-up biop- 
sies were taken and sent with control specimens 
to James H. Graham, M.D., Director, Section 


a 
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of Dermal Patholegy, California College of 
Medicine, Universřy of California, Irvine, Califor- 
nia. Under doublesblind conditions, Dr. Graham 
evaluated the pre- and post-treatment specimens. 
Objectively. he wes able to distinguish differences 
between the befor. and after treatment tissue 
sections. 


Differences between the post-treatment biopsies 
were somewhat subtle, but Aquacare/HP treated 
areas showed a rrore normal basket weave 
appearance of the stratum corneum when com- 
pared to the Keri Cream treated areas, although 
the latter preparaton did similarly reduce hyper- 
keratosis. The dermal connective tissue also 
exhibited a more normal architecture in the 
Aquacare/HP treated areas. 


Aquecare vs. Keri (Common 

Dry Skin) 

A double-blind study was conducted comparing 
Aquacare Lotion with Keri Lotion in the-treat- 
ment of 20 elderle women with dry skin con- 
ditions of the lower legs! Opposite legs were 
treated twice daily with either Aquacare or Keri. 
The condition of the legs was scored weekly on 
a 4 point scale: 0—no scaling (smooth), 1—slight 
scaling, 2— moderate scaling, 3—marked scaling. 
There was a 3 week follow-up period during 
which nothing wes applied. 


AQUACARE LOTION KERI LOTION 


AVERAGE PRE-TREATMENT SCORE 2.46 2.31 
AVERAGE SCORE-AFTER 3 WEEKSTREATMENT 055 0.92 
AVERAGE SCORE-3 WEEKS POSTTREATMENT 1.77 2.46 


MARKED 


MODERATE 


LIGHT 
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AVERAGE OBSERVED SCALING DURING AND AFTER TREATMENT 


Three weeks after therapy ended, the Aquacare 
treated leas were markedly less scaly than the 
Keri treated legs. Aquacare was found to be 
superior in 7096 ef the cases, and equally effec- 
tive in the remairzng 30%. 


lG S. Her»ert Lanoratories Technica! Report No. 8. 


Aquaca-e/HF vs. Calmurid" 
(Ichthycsis and Hand Eczema) 


In two separate saudies, thirty patients with ich- 
thyotic skin assocated with atopic dermatitis 
and 30 patients with eczematous dermatitis of 
the hands participated in randomized double- 
blind studies to evaluate the effects of 
Aquacare/HP and Calmurid? 


2 Efficacy tompeason of twc dry skin creams containing 10% urea in the 
treatment of Ic"hyosis anc Hand Eczema, T. Fredrikson, M.D., Vasteras, 
Swedersand L. 3ip, M.D., Sundswall, Sweden. 
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After initial ratings, each subject applied the test 
cream twice a day for four weeks. Evaluations 
were made at the end of the 2nd and 4th weeks 
of treatment. UM 
ICTHYOSIS ECZEMA 
STUDY STUDY 


EXPRESSED PREFERENCE 
FOR AQUACARE /HP 


EXPRESSED PREFERENCE 


FOR CALMURID 


NO PREFERENCE 
EXPRESSED 


TOTAL 





The investigator's preference, after 4 weeks of 
treatment can be seen in the charts shown. 
These studies demonstrate statistically significant 
efficacy in favor of Aquacare/HP 


Aquacare/HP vs. Valisone" 
(Chronic Hand Eczema) 


A total of nineteen patients participated in a 
double-blind, bilateral, paired comparison study? 
All patients received systemic steroids to sup- 
press their chronic eczematous conditions. One 
group of 7 patients achieved complete remission, 
8 patients achieved partial remission and 4 
patients were dropped from the study for var- 
ious reasons. At the end of systemic therapy 
both groups applied Aquacare/HP Cream to 
one hand and Valisone 0.196 Cream to the other 
in a double-blind manner. Follow-up examina- 
tions were conducted and the patients were 
rated on a continuous scale of 0—4 where O in- 
dicated absence and 4 represented severe recur- 
rence of the eczema. 


3 A double-blind study comparing Aquacare/HP Cream to Valisone 01% Cream 


in the treatment of chronic Hand Eczema, James W. Burks Ill, M.D.. Gary R 


Brown, M.D., A.M. Hegre, M.D. and George Farber, M.D., New Orleans, Louisiana 


RATINGS OF PATIENTS WHO ACHIEVED COMPLETE REMISSION WITH SYSTEMIC STEROIDS 
E 





7 DAYS 14 DAYS 21-28DAYS 33-46 DAYS 
7 N=7 N=4 N=5 





In summary, when systemic steroids effectively 
ameliorate the symptoms of chronic hand 
eczema, Aquacare/HP appears to be as effec- 
tive as a potent steroid cream in a maintenance 
program. 


H G.S. HERBERT LABORATORIES / Irvine, CA 92664, U.S.A 
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ILFACET-HC 


S Sodium Sulfacetamide. Prior m ues 


ol powder from Vial to Lotion. The complete t 
Sulfacetamide 10%. Hydrocortisone |: 


Use Within 4 Months of Dispensing 
ladicstiens — Acne Vulgaris. Shake Wel Bein 


al law prohibits dispensing without peor 
t rom Eyes. (Keep this and all othe ma 
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Soft as a Fleecy Cloud. 





Sodium Sulfacetamide 1096, 


SULFACET-HC 


Hydrocortisone Alcohol 1296, Sulfur Colloid 596. 


Drying without Irritation. 


SULFACET-HC*— unsurpassed anti-microbial and anti-seborrheic acne lotion. 


DESCRIPTION (As Dispensed) 
0.5%W/V 


Hydrocortisone j 
Sodium Sulfacetamide 10.0%W/V 
5.096 W/V 


Sulfur Colloid 

in a water-washable lotion containing purified water, zinc 
oxide, talcum, propylene glycol, titanium dioxide, natural 
clays, fatty acid amide, iron oxides, ethoxylated esters, 
natural and synthetic gums, organic salts, sodium chlor- 
ide and bisulfite, sequestrant, butyl and methyl parabens 
and 2-Bromo-2-nitropropan-1,3-diol. i 
ACTIONS — Keratolytic, peeling, drying and antisebor- 
rheic action. 

INDICATIONS — Acne vulgaris, acne rosacea and sebor- 
rheic dermatitis. 

CONTRAINDICATIONS — Topical steroids are contra- 
indicated in viral diseases of the skin such as varicella 
and vaccinia. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity to any 
of the components of the preparation. This preparation 
is not for ophthalmic use. Topical steroids should not be 
used when circulation is markedly impaired or in patients 


with kidney disease or those who have previously exhib- 
ited sensitivity to sulfonamides. 
WARNINGS — USAGE IN PREGNANCY: Although 
topical steroids have not been reported to have an ad- 
verse effect on the fetus, the safety of their use in 
pregnant females has not been absolutely established. 
Therefore, they should not be used extensively on preg- 
nant patients or in large amounts or for prolonged 
periods of time. 

PRECAUTIONS — For External Use Only. Keep Away 
From Eyes. Sensitivity to sulfacetamide may occur. Cau- 
tion and careful supervision should be observed when 
prescribing these drugs for patients who may be prone 
to hypersensitivity to topical sulfonamides, particularly 
if areas of denuded or abraded skin are involved. If 
irritation develops, the product should be discontinued 
and appropriate therapy instituted. In the presence of 
an infection, the use of the appropriate antifungal or 
antibacterial agents should be instituted. If a favorable 
response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been ade- 
quately controlled. If extensive areas are treated or if 


the occlusive technique is used, the possibility exists 
of increased systemic absorption of the corticosteroic 
and suitable precautions should be taken. 

ADVERSE REACTIONS — The following local adverse 
reactions have been reported with topical corticosteroids, 
either with or without occlusive dressings: burning sen: 
sations, itching, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, hypertrichosis, acneforim 
eruption and hypopigmentation. Hypersensizivity to the 
sulfonamides indicated by previous toxic reaction such 
as agranulocytosis, acute hemolytic anemia, purpure 
hemorrhagica, drug fever, jaundice or contact dermatitis 
DOSAGE AND ADMINISTRATION — Apply a small 
quantity to the affected areas two to three times daily, 
The skin should be thoroughly cleansed and applications 
blended in with light massaging. Consult physician for 
advice on diet and other factors in control cf acne. 
HOW SUPPLIED — Lotion, bottles, 1 oz. end 2 oz. as 
dispensed. 

CAUTION — U.S. Federal law prohibits dispensing with. 
out prescription. 
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Letters to the Editor 


The intent of the Letters section is 
not only to remark about previously 
published msznuseriots, but also to 
offer a new observation, a new tech- 
nique, or to describe an interesting 
patient. An attempt is made to pub- 
lish most letters taat are received 
without subjecting -hem to multiple 
critical reviews, anc proved scientific 
validity is net a pre-equisite factor. 
—EDs. 


Urethral Diverticulum 
Presenting as a Penile Cyst 


To the Edifor.—Penile nodulocystic 
lesions are rarely mentioned in stan- 
dard dermatologic texts. Reports of 
the occurence of suca lesions are also 
rare in the cermatologic literature. 
The purpose of tkis report is to 
describe a patient wth a urethral di- 
vertieulum, an entty that to our 
knowledge has not been described 
previously in recent dermatologic lit- 
erature. 

Report of a Case.—4 16-year-old un- 
circumcised youth came to the Der- 
matology Clinic for evaluation of a 
urethral discharge cf three day's du- 
ration and a penile mass. The penile 
lesion was said to have been present 
for approximately taree years. It did 
not change im size with micturition, 
although the patience did have symp- 
toms of recurrent m ld urethritis. The 
patient denied hav-ng had previous 
urologic instrumen ation or neuro- 
logic dysfunction. 

Physical examination showed there 
was a yellow-green, purulent urethral 
discharge. A Gram stain of the dis- 
charge disclosed numerous Gram- 
negative intracellular diplococci com- 
patible with Neisseria gonorrhoeae. A 
2x2-em soft, sligFtly compressible 
mass was present aong the left side 
of the penile shaft at the junction of 
the frenulum and ceronal sulcus (Fig 
1). Compression of .he mass made it 
smaller. No external opening was 
noted. The physial examination 
showed no other abrormalities. Labo- 
ratory data—includmg a chest x-ray 
film, complete bleoe cell count, elec- 
trolyte values, and urinalysis results— 
were normal. A rapid plasma reagin 
test was nonreactive. 

The patient was treated with 1 gm 
of probenecid (Benemid) followed one 
half hour later by treatment with 4.8 
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million units of procaine penicillin. 
The gonorrheal discharge resolved 
quickly. The mass was subsequently 
excised by an urologist. Although no 
visible connection to the urethra was 
noted at the time of surgery, the 
mass was closely adjacent to the dis- 
tal end of the urethra. Postopera- 
tively, the patient did well. Although 
no laboratory analysis was made of 
the fluid in the lesion, it was clear and 
neither malodorous, curdy, or cheesy. 
Mieroscopic examination of the ex- 
cised mass showed a cystic lesion that 
was lined in some areas with epider- 
moid cells (Fig 2) and in other areas 
with columnar epithelium. Multiple 
sections disclosed no areas of calcifi- 
cation within the lesion. 

Comment.—Urethral diverticula are 
outpocketings of the urethral canal at 
any point along its course. They occur 
in both male and female patients and 
can be true (congenital) or false (ac- 
quired) diverticula. 

Urethral diverticula in female pa- 
tients are common and may be ex- 
plained by lack of urethral support 
in the anterior vaginal wall or by 
trauma to the urethra in childbirth. 
Most of them are of acquired rather 
than congenital origin.’ 

In male patients, urethral divertic- 
ula are rare. Most of them occur in the 
anterior urethra. In an extensive 
review of the literature, Pate and 
Bants? collected 197 cases and Maged 
reported 8 additional cases.” 

Congenital urethral diverticula are 
less common than the acquired ure- 
thral diverticula. They are due to fail- 
ure of closure of the urethral folds 
embryonically or to atypical dupli- 
cation of the urethra.‘ 

Acquired diverticula in male pa- 
tients have been related to (1) 
periurethral infections (paraurethral 
glands or prostate); (2) trauma to the 
urethra, especially from instrumenta- 
tion; (3) pressure from an expanding 
calculus in the urethra; and (4) neu- 
rogenic dysfunction of the urethra in 
paraplegics.? 

The most common sign of the ure- 
thral diverticulum is the presence of 
a mass, which may fill with the onset 
of micturition. Urinary symptoms in- 
clude frequency, dysuria, pyuria, in- 
continence, and prolongation of uri- 
nation. Systemic symptoms of chills 
and fever may result from a badly in- 
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Fig 1.—A 2x 2-cm nodulocystic penile 
mass is present at junction of coronal sul- 
cus and frenulum along left side of shaft. 


Fig 2.—Area of epidermoid cells is pres- 
ent thomson x ie 
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fected diverticulum. 

According to Pate and Bants,’ mi- 
croscopy shows that the normal colum- 
nar epithelium of the anterior part of 
the urethral diverticulum undergoes 
squamous metaplasia and becomes 
frankly epidermoid. Both types of 
epithelia are therefore seen. 

The preferred method of treatment 
is surgical removal. 

Though no communication to the 
urethra could be demonstrated at sur- 
gery, we believe that our patient had 
a urethral diverticulum for the fol- 
lowing reasons: (1) light compression 
of the lesion caused urethral dis- 
charge to occur at the urethral 
meatus; (2) a reduction in size of the 
mass occurred with light compression; 
and (3) areas of columnar epithelium 
along with areas of epidermoid cells 
were demonstrated during histologi- 
cal examination. 

While we considered the diagnosis 
of pilar cyst, the location of the lesion 
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plus lack of good histologic evidence 
militates against that diagnosis. 

The differential diagnosis of penile 
nodulocystic lesions should include 
epidermal inclusion cyst, lipoma, 
glomus tumor, pilar cyst, cylindrical 
epithelial tumor,’ and lymphangioma. 
To these we must now add the ure- 
thral diverticulum. 

RoBERT L. ANDERTON, MD 
MAJ Torvo E. Rist, USAF, MD 
J. GRAHAM SMITH, JR., MD 
Augusta, Georgia 
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pp 1,534-1,547. 
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ticulae in paraplegics. J Urol 65:108-125, 1951. 

3. Maged A: Urethral diverticulae in males 
(with a report of eight cases). Br J Urol 37:560- 
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4. Mogg RA: Congenital anomalies of the 
urethra. Br J Urol 40:638-648, 1968. 

5. Gropper TH, Nikolowski W: Varicose cylin- 
dric epithelial cyst in prepuce. Arch Dermatol 
Syphilol 199:212-220, 1955. 


Vitamin E Treatment of 
Dermolytic Bullous Dermatoses 


To the Editor.—I read, with interest, 
the paper by Michaelson et al on 
vitamin E treatment of epidermolysis 
bullosa (Arch Dermatol 109:67, 1974). 
They base their results on the premise 
that increased collagenase activity is 
the cause of this disorder, but did not 
show clinical photographs of their 
patients before and after therapy. 
From a study of the photographs, we 
could perhaps obtain the correct diag- 
nosis of the three patients. 

I am studying epidermal neoplasms 
associated with autosomal recessive 
epidermolysis bullosa dystrophica and 
have written all over the world for 
information regarding such cases. 

I have received many reports of 
negative results of vitamin E therapy, 
without asking for this information. 

I saw one of the first patients 
alledged to have the dystropic type of 
epidermolysis bullosa who in reality 
had the nondystrophic Weber-Cock- 
ayne type of epidermolysis bullosa. 

I think that the work by Lazarus (J 
Invest Dermatol 58:242, 1972; oral 
communication, Feb, 1974) and Brig- 
gaman (American Academy of Der- 
matology Meeting, Chicago, Dec, 
1972) indicates that collagenase activi- 
ty is probably a secondary phenome- 
non. Early results of studies by Martin 
Francis, PhD, of Oxford, England, a 
specialist in collagen metabolism, in- 
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dicate that there is an abnormal 
collagen degradation. Those studies 
may show the real cause of this very 
hetereogeneous clinical disorder. 
Unfortunately, the same phenotyp- 
ical picture may not be the result of 
the same gene defect and, thus, 
probable enzyme defect. 
A simplistic approach is no way to 
ascertain the cause of disorders. 
WILLIAM B. REED, MD 
Burbank, Calif 


Pachydermodactyly: 
A Variant of the True 
Knuckle Pad 


To the Editor.—A fit, red-haired, 19- 
year-old man was referred to me by a 
general physician because of a two- 
year history of asymptomatic swell- 
ing around the proximal interpha- 
langeal joints of the fingers. He had 
no family history of similar trouble. 
The hemoglobin value, complete blood 
cell count, sedimentation rate, and x- 
ray films of the chest, hands, and skull 
were normal. 

Complete general examination 
showed no abnormality apart from 
diffuse swelling over the dorsal aspect 
and sides of the proximal interpha- 
langeal joints of the index, middle, 
and ring fingers (Figure). The af- 
fected skin was freely mobile, and the 
thumbs and toes were normal. A skin 
biopsy specimen from the medial side 
of the left middle finger near to 
the proximal interphalangeal joint 
showed hyperkeratosis and acantho- 
sis overlying a dermis containing 
increased amounts of fibrous tissue 
(T.W. Stewart, MB, performed the 
histologic studies). i 

True knuckle pads are rare, well- 
defined lesions of unknown cause af- 
fecting the skin over the dorsal aspect 
of the fingers. Much less frequently, 
they are present over the toe joints. 


Right hand showing bulbous swelling of 
fingers. 





Although termed “knuckle” pads, 
they are, in fact, more common over 
the proximal interphalangeal joints 
of the fingers than over the knuekles, 
as reported in the ARCHWES (71:349, 
1955). One or more digits may be af- 
fected, but the interphalangeal joint 
of the thumb is not usually invclved. 
Histologic studies demonstrate der- 
mal fibrosis with overlying epidermal 
thickening, which varies in degree. 

More common than the discrete 
knuckle pads is skin thickening af- 
fecting both the dorsal aspect and 
sides of the proximal interphalangeal 
joints, and this more diffuse skin ab- 
normality usually shows hyperxera- 
tosis and acanthosis but no dermal 
pathologic features (Allison JR Jr: 
Knuckle pads, in Fitzpatrick TB, 
Arndt KA, Clark WH Jr, et al teds): 
Dermatology in Genera! Medicine. 
New York, McGraw-Hill Book Co Ine, 
1971, p 711). 

The case described is interesting 
because, although the histological pic- 
ture was that of true knuckle pads, 
clinically, the patient showed diffuse 
swelling around the proximal inter- 
phalangeal joints rather than discrete 
pads. He played the guitar as a 
hobby, but it seems most unlikely 
that repeated flexion of the proximal 
joints while playing was an impor- 
tant etiological factor. 

JULIAN VERBOV, MD 
Liverpool, Eng.and 


Liver Disease in Psoriatics 


To the Editor.—The article by Sha- 
piro et al published in the ARCHIVES 
(110:547, 1974) and entitled "Liver 
Disease in Psoriatics—An effect of 
Methotrexate Therapy?" recalled a 
study performed in 1952-1953 at the 
Massachusetts General Hospital by 
the late Leon Reznick, MD; W. War- 
ren Point, MD (now a: the MIT 
Health Service), and myself in which 
we noted hepatic dysfunction and 
liver enlargement in approximately 
six patients with widespread pso- 
riasis. Some of these patients alsc had 
enlarged lymph nodes, and biopsy 
specimens of these nodes  re- 
vealed "dermatopathic lymphadeni- 
tis.” Since I had just come from Dr. 
Gerald Klatskin’s teaching in New 
Haven I persuaded Dr. Point to 
perform biopsies of some of these 
livers, which revealed benign changes, 
as noted by Shapiro. We were struck 
by instances of fatty infiltretion 
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without fibrosis and wondered wheth- 
er this was the resul* of protein deple- 
tion. I coined a term that never 
became popular, "d»rmatopathie he- 
patomegaly." 

Recently, prior tothe publication of 
Shapirc's article I reminded Dr. Point 
of this work in cornection with the 
current feeling abeut methotrexate 
and liver disease, u-ging him to look 
up these cases and dublish. Alas, un- 
der a beautiful Indian summer sky at 
a nearby farm, buymg freshly picked 
apples, we agreed both that we were 
too enfeebled for such weighty intel- 
lectual labors and taat this was work 
for younger men. V'e were delighted 
to read the report. 

HowAaD S. YAFFEE, MD 
Lexinzton, Mass 


Unusual Foreign Body Secondary 
to Nail injury 


To the Editor.-£ 16-year-old boy 
was seen on July 26, 1974, with a 
history of having ssepped on a large 
nail 30 minutes be»ore examination. 
The patient was wezring tennis shoes 
at the time of the aecident. 

Examination showed a puncture 
wound of the sole »f the right foot, 
posterior and media. to the right great 
toe. The wound extended almost en- 
tirely through his foot. The skin of the 
dorsal aspect of the foot showed a 4- 
mm, erythematous, slightly distended 
area, media! to ane posterior to the 
right great toe. Bleeling from the sole 
of the foot was minimal. 

Tetanus toxoid wes given, and peni- 
cillin and a mixtuse of tetracycline 
hydrochloride and nvstatin (Achrosta- 
tin) were prescribec. 

Within six hours, there was marked 
swelling of the entire foot that 
continued for one week. Antibiotics 
were administered “or ten days. 

At the end of seven days, a small, 
hemorrhagic, 3-mm protrusion was 
noted on the dorsal aspect of the foot. 
Incision and drainage showed a bloody 
discharge, bacterial cultures of which 
were negative. 

The area healed uneventfully. On 
Sept 15, 1974, the patient reported 
that a protuberane had reappeared 
on the dorsal aspec- of foot. 

Incision and drzinage revealed a 
6 x 3-mm piece of sponge rubber from 
the sole of the termis shoe that had 
been carried almos- entirely through 
the foot by a dull rail point. 

JAMES S. WILKINSON, MD 
Raliega, NC 
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Mycobacterium marinum Infection 


To the Editor.—The April issue of 
the ARCHIVES has just arrived in 
South Australia. We read with inter- 
est the letter by Drs. Fisher and Lyss 
(109:571, 1974) relating the combined 
use of corticosteroid and anti- 
tuberculous agents in the treatment 
of anonymous mycobacterial infec- 
tions. 

We would like to refer the authors, 
and your readers, to the study of Bar- 
row and Hewitt (Br Med J 2:205, 
1971) reporting clearing of anon- 
ymous mycobacterial infections after 
treatment with an agent comprised 
of trimethoprim and sulfamethoxa- 
zole. Various members of our practice 
have since that time used this agent 
to treat six patients who had Myco- 
bacterium marinum infections and 
obtained complete resolution in all 
cases. 

While we agree with Drs. Fisher 
and Lyss that treatment with cortico- 
steroid drugs may still be necessary, 
it is well worth trying the single-drug 
therapy first. 

Tom TuRNER, MB, MRCP (UK) 

Gorpon F. DonaLp, MD, DDM, 
MACD 

JOHN N. Burry, MB, MRCP (E), 
MACD 

JOHN Kirk, MB, CHB, DDM, 
MACD 

JOHN G. REID, MB, MRCP (E), 
MACD 

St. Peters, Australia 


Facial Irritation Due to 
Sunscreen Products 


To the Editor.—In a recently con- 
ducted trial in humid central Florida, 
we tested some new sunscreen prod- 
ucts, as well as commercially avail- 
able products. PreSun,  Eversun, 
Eclipse, Piz Buin Exleusiv Extrem 
Cream, and several new formulations 
were applied one hour before being 
subjected to the following four condi- 
tions: (1) a stress of prolonged 
sunbathing (two to four hours) with 
the subject in prone position; (2) 
passive sunbathing after a period of 
exercise that induced sweating; (3) a 
stress of 15 minutes swimming in a 
chlorinated pool; and (4) combined 
activities (swimming and sweating) 
simulating beach conditions. Prod- 
ucts were evaluated after single 
and repeated applications. The 45 
subjects were exposed for two to four 
hours between 114M and 3pm. A new 


side effect was observed following use 
of one of the commercially available 
sunscreens, Eclipse. 

During exposure, several of the 
subjects complained of severe facial 
burning. We discovered that two out 
of three subjects in the passive 
sunbathing group who had used 
Eclipse, a newly released alcoholic 
solution of two esters of aminobenzoic 
acid, on their faces experienced facial 
burning. An additional nine out of 
eleven subjects, using Eclipse applied 
to the face, experienced moderate to 
severe burning after swimming in 
chlorinated water. Two of these nine 
complained of severe pain and were 
noted to have periorbital erythema 
and edema. Two male subjects using 
Eclipse on the test sites on the back 
complained of burning of the skin of 
their backs after swimming. The 
burning was confined to the quadrant 
of the back where Eclipse had been 
applied. 

Fifteen subjects using PreSun, 
another commercially available alco- 
holic solution containing aminoben- 
zoic acid, ten subjects using Piz Buin 
Exclusiv Extrem Cream, and ten 
subjects using new experimental sun- 
screens experienced no burning. The 
one investigator who used Eclipse 
noted moderate facial burning. This is 
an unpleasant and undesirable side 
effect which appears to occur in a high 
percentage of normal subjects using 
Eclipse and it is undoubtedly aug- 
mented during sun exposure and 
swimming in chlorinated water. 

JOHN A. PARRISH, MD 

MADHU A. PATHAK, MB PHD 
THOMAS B. Firzpatrick, MD, PHD 
Boston 


Congenital and Genetic Disorders 
Associated With Malignant and 
Nonmalignant Tumors 


To the Editor.—Skin disorders that 
are a part of a genetic disorder may 
be associated with external and in- 
ternal tumors. Unfortunately the in- 
ternal tumors can be missed. For 
example Cowden Disease with the un- 
fortunate misnomer of multiple ham- 
artoma syndrome may be associated 
with benign tumors and with malig- 
nant tumors of the breast, thyroid, 
colon and other organs. A hamartoma 
denotes a benign tumor. A malignant 
melanoma was found in one new pa- 
tient without metastases. 

Several authorities have asked me 
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Congenital and Genetic Disorders Associated With Malignant and Nonmalignant Tumors 


Malignant Condition 


Condition 


Internal Hamartomas 
Tuberous sclerosis 


Neurofibromatosis 


Mucosal neuroma 
syndrome of Williams 


Nevoid basal cell 
syndrome 


Peutz-Jeghers 
syndrome 


Gardner syndrome 


Blue rubber-bleb nevus 
Oral-facial-digital 
syndromes 1 and 2 


Wiedemann-Beckwith 
syndrome (omphalocele- 
macroglossia syndrome) 


Cowden syndrome 


Heredodegenerative Disorders 


Ataxia-telangiectasia 


Wiskott-Aldrich 
syndrome 


Chediak-Higashi 
syndrome 


Werner syndrome 


Xeroderma pigmentosum 


DeSanctis-Cacchione 
syndrome 


Xerodermoid 
pigmentosum 


Bloom syndrome 


Rothmund-Thomson 
syndrome 


Dyskeratosis congenita 


Fanconi anemia 


Myotonia dystrophica 


Albinism 
Tyrosinase-negative 
Tyrosinase-positive 

Congenital Abnormalities 

Nevus sebaceous 


Giant pigmented 
nevus 


Maffucci syndrome 


Inheritance 


Autosomal dominant 


Autosomal dominant 


Autosomal dominant 


Autosomal dominant 


Autosomal dominant 


Autosomal dominant 
Autosomal dominant 


X-linked dominant and 
autosomal recessive (2) 


Autosomal recessive (7) 


Autosomal dominant 


Autosomal recessive 


X-linked recessive 


Autosomal recessive 


Autosomal recessive 


Autosomal recessive 
Autosomal recessive 


Autosomal dominant (7?) 
Autosomal recessive 


Autosomal recessive 


X-linked dominant 


Autosomal recessive 


Autosomal dominant 
Autosomal recessive 


Congenital 


Congenital 


Congenital 
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Skin Changes 


Angiofibromas of face 
and nails, shagreen 
patches, white macules 

Cafe-au-lait spots, 
tumors of skin 

Flushing, mucosal 
neuromas, absence 
of axon reflex flare 


Skin cancers, punctate 
keratosis of palms 
and soles 


Melanotic spots on 
mucous membranes, 
palms and soles 


Epithelial cysts, 
dermoids, etc 


Hemangiomas 


Hamartomas of mucous 
membranes 


Linear indentations 
of ear lobes 


Papillomatosis of 
lips and oropharynx 


Telangiectasia, 
progeria of skin, 
sclerodermoid skin, 
white macules 


Dermatitis, skin 
infections 


Dilution of pigment 
of hair and skin, 
photosensitivity 


Sclerodermoid skin, 
malleolar ulcerations 


Photosensitivity 
Cancers and freckling 


Telangiectasia 


Telangiectasia, 
photosensitivity 


Photosensitivity in 1/3, 
telangiectasia, progeria 
of skin 


Leukokeratosis of 
mouth, dystrophic 
nails, poikiloderma 
of skin 


Speckled skin 


Baldness, vasomotor 


White hair and skin 
Yellowish hair 


Nevus of skin 


Nevus of skin 


Hemangiomas, 
phleboliths 


Hamartomas 


Yes 


Yes 


Yes 
Yes 


Yes 


Yes 


Yes 
Yes 
No 
No 
No 


No 


No 
No 


No 
No 


No 


No 


No 


Yes 


Yes 


Skin 


No 


Rare 


No 


Yes 


Yes 


Yes 


No 


No 


No 


Yes 
Yes 


Yes 


Yes 


Skin and 
mucous 
membranes 


Skin and 
gingiva 


Occasional 
basal cell 
cancers 

5%-10% 
develop 
melanoma 


Rare 


Internal 





No 


2% to 10% 
pheochromecytoma 5% 
Thyroid, 
pheochromecytoma, 
other tumors 
Medulloblastema of 
brain, fibrosarcoma 
of jaw, other tumors 
Very rare malignancy 
of polyps, granulosa 
cell tumors-of ovary 


Bowel, ovary 











Medulloblastema 
No 


Yes (adrenal) 
Yes 


Lymphosarcoma and 
other maligmancies 


Lymphosarcoma 


Lymphosarcoma-like 
syndrome 


Mainly sarcomas, 
one case ofleukemia 


One case of leukemia 


Leukemia andwrarely 
cancer 


No 


Yes 


Leukemia 
Occasionally 


No 
No 


No 


One case of neuro- 
blastoma known, 
brain tumors 

20% chrondro- 
sarcomas and 
other tumors 
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Congenital and Genetic Disorders Associated With Malignant and Nonmalignant Tumors (Cont) 


Malignant Condition 
€ ondition Inheritance Skin Changes Hamartomas Skin Internal 
Nevus of Ota Congenital Oculodermal Rarely Rare eye and brain 
pigmentation melanoma melanomas 
Ectocerma-Dermal Defects 


Malignant e:anom- 
Keratoderrma palmar s 
et plant=isewith 
carcinorza cf esoghagus 
Epidermod ~spiasia 
verrucifc"m:s of 
Lewandcows«y-Lut- 


Sclerotylosis 


Autosomal dominant (?) 
Autosomal dominant 


Autosomal recessive 


Autosomal dominant 


Pigmented nevi No 

Keratoderma of palms No 
and soles 

Multiple flat warts ? 

Keratoderma of palms No 


and soles, atrophic 
skin and nail changes 


Epidermolysis bullosa Autosomal dominant Friction bullae No 
dystrophsca and recessive 
Self-healin- Autosomal dominant Tumors ? 
epitheliomaof 
Fergusor-Smith 
Familial sascoma Autosomal dominant Soft tissue tumors ? 
syndorm 
Cutareous 4amartomas 
Multiple gl. mas tunmrs Autosomal dominant Tender, but rare; painful Yes 
Benign fam: lig. Autosomal dominant Sometimes tender Yes 
lipcmato is tumors 
Cylindromes Autosomal dominant Tumors on scalp and Yes 
elsewhere 
Epitheliome agenoides Autosomal dominant Tumors of face Yes 
cysticumr 
Leiomyomea, multiple Autosomal dominant Tender tumors Yes 
Syringomas Autosomal dominant (?) Tumors on eyelids Yes 
and elsewhere 
Steacytome mmltiple- Autosomal dominant Tumors of trunk Yes 


Chromosorzal Defecss Designation 
Down syndrome Trisomy 21 
Turner sync-ore XO 


Klinefelter yrdrome 
XXYY 


XY female XY 


Deletion syadromes 
defect 


to have thi. list reprinted from an 
article in Viliams & Wilkins Birth 
Defects, Nacional Foundation Series 
1974, vol le entitled "The Urinary 
System ane Jthezs,” not a usual 
source to fimd such information 
(Table). 

I dont expeet tha this list will stay 
current sinc= we are continually find- 
ing more genetic -isorders, as wit- 
nessed by tbe eriarging sizes of 
McKusick’s books «n Mendelian In- 
heritanee. (New vdume to be pub- 
lished in 1975) 

WiLLIAM B. REED, MD 
Burvank, Calif 
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XXY, XXXXY and 


Chromosome-13 


Elastosis perforans, 
cheilitis ichthyosis 


Low hair line, No 
distinctly curved nails, 
excessive pigmented 


nevi 
Loss of pubic hair, No 
varicosities 
Hirsutism No 
Widespread eczema No 


in over 50% of body 


Epidermolysis Bullosa 
Hereditaria Letalis 


To the Editor._In the report by 
Pearson et al in the March 1974 issue 
of the ARCHIVES, the authors sug- 
gested that anemia in patients with 
epidermolysis bullosa letalis results 
from bone marrow failure. We recent- 
ly reported? extensive hematologic 
studies performed in two of the 
patients discussed by Pearson et al. 

The results of these studies indi- 
cated consistently low levels of plasma 
iron, total iron-binding capacity, and 
plasma transferrin. Bone marrow ex- 


Syringomas Progeria, 


Melanoma No 


No Esophagus 
Yes No 

Yes Yes 

Yes Esophagus 
Rare (7) No 
Sarcomas Multiple 


malignancies 


No No 
Yes No 
Rarely No 


Rarely (7) No 


No Uterus and rarely 
gastrointestinal 
tract 

No Net reported 

No No 

Leukemia, 
skin retinoblastoma, 
cancer (7) brain tumors (7) 

Malignant Questionable 

melanomas 

No Leukemia; breast 
tumor 

No Ovary 

No Retinoblastoma 


amination revealed normal numbers 
and morphologic characteristics of 
erythrocyte precursors, as well as 
absence of stainable iron. Ferroki- 
netic data included rapid plasma 
radioactive iron *Fe clearance consis- 
tent with iron deficiency and in- 
creased plasma and erythrocyte iron 
turnover rates, indicating a normal to 
inereased rate of erythropoiesis. Ery- 
throcyte (^Fe) utilization at 14 days 
was slightly reduced, which was 
consistent with that seen in disease 
states associated with inflammation 
or infection, or both. In addition, 
significantly shortened plasma albu- 
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min turnover rates were demon- 
strated as were reduced levels of 
factor XII (Hageman factor). The 
latter findings led us to speculate that 
transferrin, having a molecular 
weight similar to both albumin and 
Hageman factor, may be lost via the 
skin together with other plasma 
proteins, thereby contributing to the 
chronic iron deficiency state. 

Based on the above information, it 
would seem justified to conclude that 
anemia in patients with epidermolysis 
bullosa letalis results from chronic 
blood and iron loss complicated by the 
hematologic effects of chronic inflam- 
mation and infection of the skin 
lesions rather than from bone marrow 
failure. 

It is also of interest that the 
younger of these brothers, now aged 
13 years, recently developed symp- 
toms of dysphagia. An esophagram 
was interpreted as demonstrating 
esophagitis in the distal esophagus 
without evidence of reflux. 

MARILYN A. HRUBY, MD 
Nancy B. EsTERLY, MD 


Chicago 
1. Pearson RW, Potter B, Strauss F: Epider- 
molysis  bullosa hereditaria letalis. Arch 


Dermatol 109:349-355, 1974. 

2. Hruby MA, Esterly NB: Anemia in epider- 
molysis bullosa letalis. Am J Dis Child 125:696- 
699, 1973. 


Low Molecular Weight 
Dextran Therapy 


To the Editor.—The paper by Wong 
and co-authors on low molecular 
weight dextran therapy for scleroder- 
ma in the ARCHIVES (110:419, 1974) 
supports findings obtained by Dr. 
Diana D. Parnell and me. In a paper 
given by me at the American Derma- 
tological Association meeting in May 
1967, I reported on our results in 11 
patients with scleroderma who were 
treated with low molecular weight 
dextran. The series now is 22. We 
concluded that low molecular weight 
dextran helps patients with sclero- 
derma. It healed painful, long-lasting 
ulcers of the extremities as well as 
relieved the pain brought on by cold 
(Raynaud phenomena). Often this 
would occur within hours. Besides this, 
it increased the range of motion in 
many joints. The skin temperature 
determinations, after reflex vasodila- 
tation, indicated increased blood 
flow. 
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Sonographic readings showed sub- 
tle changes in the harmonic structure 
of voice patterns. Subjectively, the 
patient noted an increase in appetite, 
weight, stretchability of the skin, a 
reduction in cold intolerance, and 
growth of hair and nails. There was 
decreased fatigue and tightness of the 
lips. 

Our overall analysis would indicate 
that patients are helped with the 
medication, but sclerosis of the kid- 
ney, which has been a cause of death 
in most of our patients, was not pre- 
vented. The problem then is in deter- 
mining, most likely by kidney biopsy, 
the status of the kidney before treat- 
ment to see whether or not renal 
sclerosis is present before low molec- 
ular weight dextran is given or to 
determine whether low molecular 
weight dextran may hasten or cause a 
pieture similar to renal sclerosis. I do 
believe that a ten-year follow-up of 
the patients treated by us with low 
molecular weight dextran will be 
important to determine its overall 
value. 

STURE A. M. Jonnson, MD 
DIANA D. PARNELL, MD 
Madison, Wis 


Bullae Due to Pressure 


To the Editor.—In the article "Sub- 
epidermal Bullae Secondary to Es- 
cherichia coli Septicemia” by Fisher 
et al in the ARCHIVEs (110:105, 1974), 
the authors fail to consider the possi- 
bility that the bullae that they ob- 
served were simply due to pressure. 
Pressure-induced cutaneous ischemia 
and anoxia not uncommonly result in 
the formation of bullae in moribund 
semiconscious patients.'? The authors’ 
patient was described as “stuporous,” 
and thus presumably remained rela- 
tively immobile for long periods of 
time, insensitive to the discomfort of 
uninterrupted pressure. The localiza- 
tion of her lesions to two sites of 
potential mutual apposition—the ven- 
tral surface of the arm and the chest— 
is consistent with a pressure-induced 
pathogenesis, as is the subepidermal 
location of the blisters. 

Interestingly, a similar case of a 
bullous eruption in a patient with a 
fatal Escherichia coli septicemia was 
reported by Plaut and Mirani.’ These 
authors were also able to culture E coli 
from their patient's lesions and con- 
sidered their case to be an example of 


toxie epidermal necrolysis. Subse- 
quently, Arndt correctly pointed out 
that these writers were actually 
describing pressure-induced bullae.’ 

I recently saw a moribund patient 
with pneumococcal septicemia who 
developed large clear tense bullae at 
pressure points and at sites of bodily 
apposition. Type 1 pneumoecoccal an- 
tigen, 100 ug/ml, was isolated from 
these subepidermal blisters. The dis- 
tribution of the lesions and the coma- 
tose condition of the patient suggest- 
ed that these bullae were pressure- 
induced. 

Fisher et al note the absence of 
sweat gland necrosis in their patient. 
While the presence of sweat gland 
necrosis is a good indicator of tissue 
ischemia, its absence by no means 
rules out a pressure-induced patho- 
genesis. 

Davip A. Voron, MD 
Arcadia, Calif 


1. Arndt KA, Mihm MC, Parrish JA: Bullae: A 
cutaneous sign of a variety of neurologic 
diseases. J Invest Dermatol 60:312-320, 1973. 

2. Arndt KA: Toxic epidermal necrolysis or 
pressure bullae. JAMA 220:1619, 1972. 

3. Plaut ME, Mirani M: Toxic epidermal necro- 
lysis due to E coli. JAMA 219:1629-1632, 1972. 


Reply to Dr. Voron 


To the Editor.-Dr. Voron’s com- 
ments are greatly appreciated and 
point out another important cause of 
bullae in the comatose patient, namely 
pressure necrosis of skin. However, 
there were two reasons for excluding 
this possibility in our patient and for 
considering the bullous lesions to be 
“spontaneous.” First, the absence of 
sweat gland necrosis in the premor- 
tem skin biopsy specimen is impor- 
tant, as Dr. Voron notes. Second, and 
not clearly stated in our description of 
the patient, the lesions over the chest 
were not in apposition to those on the 
arm. Because of their location, in fact, 
we did not believe that the pathogen- 
esis of all the bullae seen could be 
related to this cause. Therefore, we 
stand by our interpretation that there 
is a suggestive association between 
the infection and the appearance of 
bullae in this patient. Further clinical 
observations may or may not support 
this hypothesis; however, this is how 
understanding of pathogenetic me- 
chanisms grows. 

GERALD T. KruscH, MD 
New York 
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1. SKIN DISEASES IN THE ELDERLY 
By Julian Verbov, M.D. 
This up-to-date volume meets the need for a practical re- 
ference on skin diseases of older patients that incorpor- 
ates the biological aspects of aging in its approach to 
management of dermatosis. Well illustrated, this compact 
monograph stresses assessment, prevention, management 
and treatment of skin diseases as seen in the older patient, 
and includes psychological factors. 

217 pages / 61 illustrations / 1974 / about $16.00 


2. MANUAL OF SKIN DISEASES 

3rd Edition 

By Gordon C. Sauer, M.D. 

A compact, well-illustrated guide to diagnosis and therapy 

(including prescriptions) of all common skin diseases, with 

photographs and diagrams presented side-by-side for 

maximum clarity. Many color and black-and-white illustra- 

tions, and a chapter on pediatric dermatology, are new to 

this edition. 

357 pages / 259 color, 353 black-and-white illustrations / 
3rd edition, 1973 / $24.00 


3. CUTANEOUS LESIONS OF THE 


LOWER EXTREMITIES 

By M.H. Samitz, M.D., M.Sc. (Med; 
and Alan S. Dana, Jr., M.D. 
This original, brilliantly illustrated atlas/text offers the 
practitioner solid help in diagnosis and management of a 
wide range of skin lesions of the lower extremities, includ- 
ing those with systemic significance for various organ 
Systems. New data is presented and recent advances 
covered range from the role of erythrasma in pedal in- 
tertrigo, and the vagaries of necrotizing vasculitides, to 
fungal infections acquired in Vietnam. 

198 pages / 135 full-color illustrations / 1971 / $28.00 


4. ILLUSTRATED MANUAL OF 
LABORATORY DIAGNOSIS 


Indications and Interpretations 
2nd Edition 
By R. Douglas Collins, M.D. 
With new and updated interpretations, this edition pre- 
sents more than 200 full color illustrations to help pinpoint 
the most appropriate laboratory test for each disorder. 
Normal and abnormal physiology is described and illus- 
trated for 21 categories of disorders, with organ changes 
shown as enlarged inserts. New chapters cover tests that 
can be performed by office assistants, following-up dis- 
eases with laboratory tests, and multiphasic screening of 
asymptomatic patients. 

342 pages / 230 four-color illustrations / 

2nd edition, 1975 / about $34.00 


Lippincott 


J.B. Lippincott Company 
East Washington Square/Philadelphia, Pa. 19105 


Please send me the books | have circled: 
1 2, 3. 4. S. 6. f. 


0 Payment enclosed O Charge and bill me 
Also available at your medical bookstore 


5. TEXTBOOK OF DERMATOLOGY 
2nd Edition 
Edited by Arthur Rook, M.D., F.R.C.P.; DS. Wilkinson, 
M.D., F.R.C.P.; and F.J.C. Ebling, D.Sc., Ph.D. 
This authoritative two-volume work offers a com- 
plete system in dermatology. “...of the need for 
this book there can be no doubt, for no work of ref- 
erence is adequate unless it is comprehensive 
and up to date. This is both. It is also extremely 
sound ... Medical libraries throughout the world 
need this book, and many dermatologists... will 
prefer to have their personal copies. For the good 
practice of clinical dermatology a book of this kind 
is essential, and this is the only up-to-date book of 
its kind. It is an excellent production and a notable 
contribution to world dermatological literature." 
— British Journal of Dermatology 
(on the first edition) 
2,078 pages / 1,100 illustrations / 
2nd edition, 1972 / 
two volumes, slip-cased, $114.00 


6. OCCUPATIONAL 


CONTACT DERMATITIS 

By Robert M. Adams, M.D. 
This authoritative book stresses practical man- 
agement of a serious and growing prablem for the 
dermatologist. Encyclopedic in coverage, it 
features lists of ingredients in thousands of in- 
dustrial products with allergic potential: common 
contact allergens and where they are found; 
possible irritants and contact allergens in 100 
occupations. Patch testing and its pitfalls are 
thoroughly described. “... highly recommend- 
ed..." —Archives of Dermatology 

262 pages / 107 illustrations / 1959 / $18.25 


7. LECTURE NOTES ON 
DERMATOLOGY 

3rd Edition 

By Bethel Solomons, M.A., M.D., F.R.C.P.I. - 

The entire text of this edition has been thoroughly 

revised, particularly those sections dealing with 

treatment. “...will be popular with students 

because of its price, size and practical informa- 

tion, and can be thorougbly recommended to them 

and to doctors wishing a small book on this sub- 

ject.” —The Practitioner (on the second edition). 


274 pages / 107 illustrations (37 in color) / 
3rd edition, 1973 / $9.00 
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Obviously, efficacy is foremost 
in your mind when you recom- 
mend a therapeutic shampoo. 
And efficacy, coupled with 
cosmetic acceptability, usually 
are 4 guarantees a successful thera- 

VOW | à | peutic course. 
| That's why Head & Shoulders 
is so highly regarded in the treat- 
ment of dandruff. 


Clinically effective 

For years, Head & Shoulders 
has proved effective in the treat- 
ment of dandruff—whether for 
initial therapv or long-term 
control. And now, research shows 
that Head & Shoulders is effective 
in the treatment of seborrheic 
dermatitis.* 


Cosmetically pleasing 

Head & Shoulders lathers well, 
has a pleasant odor and appear- 
ance, and need not be left on 
the scalp for an extended period 
of time. Also, it leaves hair clean, 
manageable, and attractive. 


Head & Shoulders: 


You'll like it for 

its therapeutic benefits. 

Your patients will like it for its 
cosmetic appeal. 


*Orentreich, N.: A clinical evaluation 

of two shampoos in the treatment of 
seborrheic dermatitis, |. Soc. Cosmet. 
Chem. 23:189 (March 3) 1972. 
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 Domehoro 


Modified Burow's Solution (acid pH) 


soothes itching to. 
encourage healing 


[] soothing and astringent— NN m | SRM 
without boric acid or blue dye- —. E COM. 
in compresses, soaks, » therapies baths 









[] provides adjunctive therapy with od " 
corticosteroids 


o 


[] instantly fresh Burow’s solution buffered t 
acid pH of normal skin 


C] may be used for soaks or wet dressings—cold d. 
warm or hot 


[ ] available in convenient water-mixable Powders 
in packets, boxes of 12 and 100; and in individually - 
foil-wrapped Tablets, boxes of 12, 100 and 1000 


Dome Laboratories 


aire @ Division Miles Laboratories Inc SET 
awe West Haven Connecticut O6502USA Dom.1279 EEEO 


Society Transactions 


The Society ~receediags are edited by 
Dr. Morris Wa&sman, 306 First Federal 
Bldg, 220 Madison St, Tampa, FL 33602. 
Transactions a.d phote@raphs should be 
sent, in dupticase, directty to him. 


CHICAGO BERMATOLOGICAL SOCIETY 
Jan 16, 1973 
David F. Fretzir, MD, Recorder 


Atypical  Lype-trophic Lichen Planus. 
Presentec be Sipney Barsky, MD, 
GEORGE PNGE MD. 


This 52-year>ld mar stated that his 
eruption began shertly zfter an auto acci- 
dent four yearsprevioudy. It involved his 
entire body anc was digznosed by several 
dermatologists as licher planus. Within a 
year, most af tk eruptien cleared, leaving 
only smal! lesmn: on ais forearms and 
larger lesiems or beth legs. They continued 
to enlarge anc are nether pruritic nor 
painful. They oecasional become infected 
and drain paru-n: material. 

Cultures »or ypical amd atypical myco- 
bacteria amc fug! weremegative. Staphy- 
lococeus epilermidis wes the only organ- 
ism recovemed. The complete blood cell 
count, serolbgic studies and chest x-ray 
film were -nremarkabb. A skin biopsy 
specimen reveaed hyperkeratosis, hyper- 
granulosis, acarthesis, aad spotty paraker- 
atosis. The dermal papillae and the adja- 
cent collagen sowed edema and chronic 
inflammatory cll mfiltrations, which were 
somewhat granalomatous in areas. 


Dr. Permon Weary: There is a possi- 
bility that cryetherapy of these lesions 
might redu-e the tremendous amount of 
hyperkeraiesis and vegetative changes. 
One might worry about nducing a Kóbner 
response, būt sance the freezing would be 
confined solely ~ the leson, I doubt that it 
would be a prolem. Perhaps it would be 
appropriate to -reat one or two lesions in 
this fashior at rst. If he hyperkeratosis 
can be elirinzced, top-al application of 
steroids uneer »eciusion may be effective. 

Dr. ALEERT SLEPYAN It is difficult to 
accept the liagmosis of lichen planus; yet 
the lesions en fhe-arms could very well be 
that. If I wer- attending a meeting in 
Guam or tae “hilippin=s, my first diag- 
nosis would be ~aws. W+ should do further 
bacterial irwesigations and biopsies and 
investigate for latent syphilis. One must 
also rule cat -he possibility of bromo- 
derma. 

Dr. Dawe F .EzziN: The medical history 
of this patient E similarto one published in 
the AngcHivzs @04:304, 1971). The patient 
originally presented with generalized lich- 
en planus, which evertuated in hyper- 
trophic plaque on the pretibial areas. 
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These lesions subsequently invaded as 
well-differentiated squamous cell carcino- 
mas. On the biopsy specimen evidence, I 
could not make a-definitive diagnosis of 
squamous cell carcinoma. One must consid- 
er this possibility at least in the future, and 
where possible, these lesions should be 
excised. 

Dr. RICHARD WINKELMANN: Something 
unusual is happening here. The histologic 
findings are not entirely compatible with 
hypertrophic lichen planus. There is a 
verrucal quality both clinically and histo- 
logically that raises the question of 
diseases, such as yaws and chromoblasto- 
mycosis of the type that Carrion described. 
There are histiocytes present, and the 
question of unusual bacteria or deep 
fungus is very important. The dermis is 
proliferating as well as the epithelium; 
there are actual papillomatous stalks on 
which this process is proliferating. I 
wonder if electron microscopy for virus 
might not be helpful. If this was a verruca 
on top of the hypertrophic lichen planus 
tendency, it might produce such a change. 
Under those circumstances, Dr. Weary’s 
suggestion would be appropriate. 

Dr. SIDNEY Barsky: Long-standing hy- 
pertrophic lichen planus can be atypical. 
Liquefaction degeneration may be sparse 
and the band-like infiltrate absent. The 
infiltrate in some cases of lichen planus can 
even be graulomatous, as Dr. Pinkus 
described in his textbook. Because of the 
history of concomitant lichen planus and 
the onset of these lesions at about the same 
time, I called this atypical hypertrophic 
lichen planus. In spite of the absence of 
itching, an important entity to be consid- 
ered in the differential diagnosis is nodular 
lichen simplex chronicus. 


Panniculitis: Responsive to High-Dose Tetra- 
cycline Therapy. Presented by STEPHEN 
W. STURMAN, MD, FREDERICK D. MALKIN- 
SON, MD. 


A 25-year-old man was in excellent 
health until April 1973, when he developed 
nightly fevers (temperature rising to 40.0C 
[104 F]) and increased weakness. He was 
admitted to a local hospital in May 1973, 
where numerous studies were negative. 
While hospitalized, he began receiving 
tetracycline and nystatin (Achrostatin), 
250 mg four times a day, and his tempera- 
ture returned to normal. He remained 
afebrile for one month, when the fever 
returned. 

He was admitted to Rush-Presbyterian- 
St. Luke's Hospital on July 11, 1973, for 
work-up. The patient's positive findings 
were (1) an evening temperature of 38.9 C 
(102 F); (2) palpable cervical nodes; (3) a 
spleen palpable 2 to 3 em below the left 
costal margin; (4) edema of arms and face, 
especially of the forearms and hands; (5) 
two indurated erythematous nodules on 


the face and three on the arms; and (6) 
clear fluid draining from the site of an old 
biopsy (skin nodule) in the left antecubital 
fossa. A regimen of prednisone, 25 mg four 
times a day for three days, was prescribed 
for possible superior vena cava syndrome. 
Laboratory studies failed to reveal an 
underlying disorder. Biopsy of an arm 
nodule showed acute and chronic panniculi- 
tis. A new subcutaneous nodule on the 
dorsum of the left ankle, on which a biopsy 
was done within 24 hours, showed similar 
histologic findings. Since his temperature 
rose nightly to 40.0 to 40.6 C (104 to 105 F), 
tetracycline therapy. 500 mg four times a 
day, was prescribed for him. Four days 
later, he was afebrile, and there was 
marked improvement of his skin condi- 
tion. 

Two months later, the tetracycline ther- 
apy was stopped because the patient was 
asymptomatic. Three and a half weeks 
later his symptoms recurred, with malaise, 
a temperature of 38.9 C, splenomegaly, and 
multiple indurated nodules on the abdo- 
men, arms and chin. There was no edema. 
Another biopsy specimen showed acute and 
chronic panniculitis. Tetracycline treat- 
ment was again prescribed; this resulted in 
gradual resolution ef the lesions. Three 
weeks later, his temperature rose to 38.9 C, 
and he developed splenomegaly, new skin 
nodules on the back and arms, and the chin 
nodule increased in size. Since the tetracy- 
cline dosage was increased to 1 gm four 
times a day, the patient has been afebrile 
and the nodules are resolving. 

After comprehensive laboratory exami- 
nations, the only abnormal finding was an 
elevated lactic dehydrogenase level on two 
occasions. 

Three separate biopsy specimens show a 
proliferation of mononuclear cells, with a 
less prominent polymorphonuclear leuko- 
cyte component in the fat. There are occa- 
sional scattered eosinophils. Necrosis and 
vasculitis are absent. Foam cells are 
moderately prominent. Special stains for 
acid-fast bacilli, baeteria, and fungi are 
negative. In later slides, there was some 
necrosis in the subcutaneous fat. 


Discussion 


Dr. STEPHEN STURMAN: There were no 
lesions to see on the patient. Of signifi- 
cance is the repeated response to tetracy- 
cline and that the lesions heal without 
atrophy. Some authors would consider 
fever with crops of subcutaneous nodules 
that are histologically panniculitis, spleno- 
megaly, and lymphadenopathy as Weber- 
Christian disease. No infectious agent has 
been elicited in repeated cultures. Does the 
patient’s condition qualify as Weber-Chris- 
tian disease, and does anyone have any 
idea as to how the tetracycline is work- 
ing? 

Dr. RICHARD WINKELMANN: I think we 
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can understand why the literature on 
Weber-Christian panniculitis is a jumble if 
we are going to classify this patient’s 
disease in the literature as Weber-Chris- 
tian disease. There have been recurrent 
episodes of fever, splenomegaly, erythema- 
tous nodules of the skin, and, on biopsy, 
rather nonspecific inflammation of the fat, 
which, if you look at it very carefully is 
localized around the blood vessels. Acute 
panniculitis frequently represents venous 
inflammation as in erythema nodosum. 
The patient’s condition suggests that type 
of pattern. In erythema nodosum, you can 
find panniculitis, and usually if you cut 
enough sections, you will find the inflamed 
vein from which it comes. In the recent 
past, we have had the opportunity to go 
back over some cases that we have called 
acute panniculitis and have been able to 
demonstrate that it was the veins, as a 
result of an acute trauma, which had 
become inflamed and developed acute 
liquefying panniculitis. The recurrent na- 
ture of what we are seeing here does 
suggest an infectious origin. How can we 
say that the tetracycline effect is not 
directly related to an organism that we 
have not isolated? In this country, for 
instance, how many cases of Yersinia or 
Pasteurella pseudotuberculosis erythema 
nodosum have been reported? The answer 
is none. And yet in Seandinavia, France, 
and England, it is well recognized that this 
is a major cause of erythema nodosum. We 
should start first with good microbiology 
and then come back to the diseases of 
unknown cause like Weber-Christian dis- 
ease. 

Dr. STURMAN: The literature in the past 
25 years on Weber-Christian disease is 
confusing, with the major criteria being 
panniculitis and fever. I do not think we 
can rule out the diagnosis by the lack of 
atrophy. There are also cases reported as 
Weber-Christian disease that had sup- 
posedly responded to antibioties. Sophisti- 
cated culturing was not done, but an infec- 
tious organism may have been the cause. In 
our case, blood has been sent to the 
Communicable Disease Center in Atlanta 
for culture for all types of infections, and 
so far, the reports are negative. The fact 
that the patient responds to high doses of 
tetracycline, but not moderate doses, is 
characteristic of only a few diseases. Tetra- 
cycline, at 4 gm/day, cannot be continued 
indefinitely because of the fear of hepato- 
toxicity. 

Dr. FREDERICK MALKINSON: Weber- 
Christian disease is a heterogeneous group 
of disorders, probably rivaling erythema 
multiforme in the kinds of “disease” 
variance that are thrown into the diag- 
nostic category. I would not be willing to 
call this patient an outright example of 
Weber-Christian disease. I would much 
prefer to say only that he has some kind of 
nodular panniculitis. I think the variable 
size, the eccentric location, lack of inflam- 
mation, and very atypical presentation— 
involving most of a forearm, for example— 
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in some of these lesions would be incompat- 
ible with a diagnosis of erythema nodo- 
sum. The tetracycline response is interest- 
ing. Dr. Winkelmann’s comments about an 
atypical or an undetected infection are 
important here, but we have carefully 
looked for every kind of organism. The 
alternative possibility arises that tetracy- 
cline is not acting against an infectious 
organism at all. If so, why does it work so 
well for this patient? There are some data 
to show that tetracycline inactivates lipase, 
particularly calcium-activated lipase. We 
have no evidence here that any of the 
pathologic changes are mediated by lipase 
activity (since serum lipase and amylase 
determinations were both normal), but this 
possibility cannot be dismissed. Another 
consideration is that tetracycline is known 
to complex or bind with a number of 
proteins, bovine serum albumin being an 
example of this. I suppose one could postu- 
late that in a disease like panniculitis, 
which may be enzymatically mediated, 
tetracycline binding either to the enzyme 
or enzymes that produce tissue damage, or 
to the substrates affected, might be critical 
in modifying the inflammatory response. 


Premycotic Mycosis Fungoides. Pre- 
sented by STEPHEN W. STURMAN, MD, 
FREDERICK D. MALKINSON, MD. 


A 65-year-old woman, in 1960, had a 
total-body pruritic eruption described as 
extremely dry skin, ichthyotic in appear- 
ance. She has continued to have the erup- 
tion with scaling and hypopigmented, 
sharply marginated patches. She has also 
had a patchy alopecia. In 1972, she noted a 
definite decrease in pruritus. After she 
was hospitalized in Rush-Presbyterian-St. 
Luke’s Hospital in July 1973, and treated 
with flurandrenolide (Cordran) cream, 
0.05% under occlusion with polyethylene 
film, many of the scaling plaques resolved. 
Laboratory studies failed to reveal any 
systemic disease. She had mild hepatomeg- 
aly and generalized shotty, pea-sized lym- 
phadenopathy. Her topical medications 
have included: USP cold cream, petrolatum, 
and Aquaphor from 1960 to the present 
time: vitamin A, 50,000 units for a few 
months off and on from 1960 to 1965; and 
topical application of fluorinated steroids 
from 1965 to the present, but continuously 
since 1971. 

Pertinent laboratory data at the time of 
hospitalization included: axillary node 
biopsy that revealed a hyperplasia consist- 
ent with dermatopathic lymphadenitis; a 
chronic anemia with a hemoglobin value of 
10 gm/100 ml (attributed to sickle cell- 
thalassemia hemoglobinopathy); and ery- 
throid hyperplasia with megaloblastic mat- 
uration on bone marrow examination. Peri- 
pheral blood and liver function tests were 
normal, as was a liver-spleen scan. 

Several skin biopsies in the past 18 
months showed an acute and chronic 
inflammatory band-like infiltrate with 
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numerous melanin-filled macrophages in 
the upper dermis. The infiltrate invaded a 
portion of otherwise unremarkable epider- 
mis. 


Discussion 


Dr. STURMAN: The question is whether 
this is just a chronic dermatitis or premy- 
cotic mycosis fungoides. In favor of the 
latter diagnosis is its persistence, failure to 
be greatly altered by treatment, intense 
pruritus, which has diminished in the past 
two years, the healed lesions with sharply 
marginated, scalloped borders, and the fact 
that the biopsies had more nfiltrate than 
we ordinarily see in chromic dermatitis, 
with exocytosis into the epidermis. There 
are no atypical cells. If we had atypical 
cells, together with the clnical picture, 
there would not be much arzument about 
the diagnosis. 

Dr. WILLIAM Caro: I think you can make 
an objective histopathologie diagnosis of 
mycosis fungoides from the sections. The 
epidermis shows some rather diagnostic 
features. I saw Pautrier microabscesses, 
although these were smaler and less 
cellular than usual in mycosis fungoides. 
The other important epidermal change is a 
rather diffuse invasion of the lower 
epidermis by cells of the dermal infiltrate. 
This invasion is associated with extracel- 
lular epidermal edema in which the epider- 
mal attachments appear broken up. The 
picture is distinct from tne spongiotic 
edema and exocytosis of dermatitis. 

The dermis shows a heavy but nonde- 
script cellular infiltrate with minor varia- 
bility of histiocyte morpholozic features. I 
could not identify hyperconvoluted (Lutz- 
ner) cells, but this identification often 
requires oil immersion anri thinly cut, 
lightly stained sections. These cells have 
been identified in diseases other than 
mycosis fungoides, but their presence in 
large numbers in a heavy dermal infiltrate 
such as this would help suppert a diagnosis 
of mycosis fungoides. 

Dr. FREDERICK SZYMANSEI: This is a 
clear-cut example of parapsoriasis en 
plaque. I do not think ths is mycosis 
fungoides, on clinical or microscopic evi- 
dence. Most important is tae absence of 
any atypical cells within the band of 
inflammatory infiltrate in the epidermis; 
also, in mycosis fungoides, the infiltrate is 
multiform in character, showing eosino- 
phils and other inflammatory cells. If this 
patient lives long enough, I think she will 
develop mycosis fungoides, but I don’t 
think you.can call it mycosi- fungoides at 
the present time. 

DR. WINKELMANN: Those who have 
discussed this problem have not mentioned 
the monomorphic quality of this infiltrate. 
In the negative sense, Dr. Szymanski 
referred to it, but these cells are basically 
lymphocytes. If they are lymphocytes 
invading the epidermis, what we have is an 
epidermal lymphocytic reticulosis, and I 
agree that his does look like parapsoriasis. 
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It has features ef mycosis fungoides minus 
the larger hyperchromztie mycosis fun- 
goides cell It i not a malignancy, and I 
think every one has accepted that fact. In 
the dermatolog® literature, you do not find 
any cases in whech the quoted incidence of 
lymphoma in mycosis fungoides or in 
parapsoriasis i= higher -han 25%. I don't 
think that we should immediately jump 
onto the oncologic bandveagon and say that 
because there is a possibility that this may 
become more Sgnificart that we should 
use oncologic tr-atment. This is the kind of 
patient who does well with ultraviolet 
light, continuous wet dressing, local appli- 
cation of triam-inolone, and bed rest. The 
most aggressive form of therapy that 
would be justifed woule be local applica- 
tion of a nitroeen muszard, but I would 
hold off until tl patien has turned dark- 
brown as à c-nsequerze of ultraviolet. 
Those of you whe were at the spring meet- 
ings last year will remember the result by 
Hong and Derk Cripps that, if you use 
ultraviolet. the- |ymphoeytes will respond 
and the T cells «ill partzularly respond. A 
T-cell infiltrate is wha: we have here. I 
don't know why we don”. use this modality 
more aggressively in mycosis fungoides 
and parapsoria-is. 

Dr. Marxinsew: If we are dealing with a 
disease that is going to eventuate in 
mycosis fungoi- es, and : believe it will on 
the basis of he- clinica presentation, we 
are splitting hmirs, perhaps, in debating 
whether this is »arapsor-asis or premycotic 
mycosis fungo®les. Regarding treatment, 
there may be an analogy with the simpler 
example ef soar kera.oses. We do not 
know which ke-7atoses zre going to even- 
tuate into-epitlelioma and which ones are 
not, yet we tend to t»eat them all. My 
feeling about tais case, too, would be that 
the patient sho- id be treated, with the idea 
that the next stage of the disease process is 
a lot harder to teal witt than this stage is, 
and this stage -s difficut enough. 

Regarding taerapy, opical application 
of steroids is currently meffective here. My 
early experienee with wtraviolet light has 
been disappoin ing. Thesuggestion may be 
a good one. If we do notsee a response, our 
intention is to ^ospitalze the patient and 
use a nitroge mustare locally, combined 
with nitregen mustard “desensitization.” 
Any other forr- of systemic chemotherapy 
is contraindiczed in tais patient at this 
time. 

Dr. Peyton Weary: This is the sort of 
patient who deserves clase observation for 
the turning peint at which true mycosis 
fungoides becomes esta»lished. If we are to 
anticipate cure of mycesis fungoides with 
present convertional modalities, it would 
seem that the best evieence for this is in 
patients with early dsease, before the 
tumor stage has develeped, who received 
massive radia3on therapy with the elec- 
tron beam. It i this type of individual who 
can be followed up closely in the prelym- 
phoma phase who deserves consideration 
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of such therapy once the diagnosis can be 
established unequivocally. 


MICHIGAN DERMATOLOGICAL 
SOCIETY 

Feb 13, 1974 

Amir H. Mehregan, MD, Recorder 


Lichen Planus of Mouth and Vulva With 
Chronic Candidiasis. Presented by CLAR- 
ENCE S. Livincoop, MD, James D. 
Stroup, MD. 


A 72-year-old woman had persistent oral 
uleeration for four years. Examination 
revealed a beefy-red tongue with reticu- 
lated, white patchy areas of the buccal 
mucosa and oral erosions. The vulvovaginal 
area was erythematous and edematous and 
showed, in addition, a white reticulated 
pattern. The fingernails were yellow and 
dystrophie. There were also plaques of 
erythema and sealing over several inter- 
digital spaces of both hands. 

Multiple biopsy specimens of oral and 
vaginal mucosa revealed changes of lichen 
planus. Fungal scrapings and cultures from 
oral and vaginal mucosa and the dystrophic 
nails were diagnostic of Candida albi- 
cans. 


DISCUSSION 


Dr. EDWARD KRULL: Oral lesions alone 
probably occur in less than one third of the 
patients with lichen planus. The oral mani- 
festation may be variable, showing reticu- 
lar, papular, plaque-like, atrophic, ulcera- 
tive, and bullous lesions. The two most 
characteristic are the reticular and whitish 
papules, 1 to 3 mm in size, occurring 
commonly at the interconnections of the 
network. Papular lesions alone are rare, 
but when they are present in association 
with other patterns, they are common and 
are helpful diagnostically. Reticular lichen 
planus is the most common form involving 
the buccal mucosa. Annular and plaque-like 
lesions often occur on the tongue and show 
a lilac color. Bullous lesions are extremely 
uncommon. 

The ulcerative form is the most painful 
and chronic type of lichen planus and 
commonly arises from atrophic lesions 
rather than from bullae. Of all the oral 
types of lichen planus, the ulcerative is 
most likely to occur without skin lesions. 
The sides of the tongue and buccal mucosa 
are favorite sites. The course of ulcerative 
oral lichen planus is agonizingly chronic, 
persisting 10 to 20 years or more. Pain may 
cause understandable depression. 

Besides the pain, there are two other 
important aspects of ulcerative lichen 
planus. One is its resistance to treatment. 
The second is the possibility of its develop- 
ment into carcinoma. In this patient, 
systemically administered steroids were 
used without beneficial effect. Topical 
application of steroids was also relatively 
ineffective. Intralesionally administered 
triamcinolone acetonide (Kenalog), 5 mg/ 


ml in 0.005% lidocaine, and 1/200,000 
epinephrine reduced pain and produced 
some healing. 

Concerning the development of carci- 
noma in oral lichen planus, some reports 
indicate that 1% to 10% of patients with 
oral lichen planus eventually will develop a 
related squamous cell carcinoma. It ap- 
pears that the plaque-type and ulcerative 
form of lichen planus are more often asso- 
ciated with secondary development of 
malignancy. Repeated ulceration at the 
site and additional trauma from sharp 
teeth are important factors in predisposing 
a patient to malignancy. Careful palpation 
for induration is the most effective method 
for detection of early malignant changes. 


Neurofibromatosis. Presented by EDWARD 
A. KRULL, MD, C. E. JACKSON, MD. 


A 43-year-old man had skin lesions since 
early childhood. Examination showed nu- 
merous nodular tumors, soft and rubbery 
in consistency and demonstrating a but- 
tonhole type of feeling when compressed, 
scattered over the trank. Histologic exami- 
nation revealed extensive proliferation of 
Schwann cells charaeteristic of neurofibro- 
matosis. A diagnosis of adrenal pheochro- 
mocytoma was made in 1973, and a uni- 
lateral lesion was surgically removed. 


DISCUSSION 


Dr. JACKSON: This patient’s case 
was evaluated beeause of the known 
increased incidence of pheochromocy- 
toma in association with neurofibro- 
matosis. We performed a glucagon 
study for pheochromocytoma and also 
for medullary thyroid carcinoma. 
(Medullary thyroid carcinoma can be 
detected by an abnormal elevation of 
serum calcitonin following a stimula- 
tory injection of glucagon.) During 
the glucagon injection, the patient’s 
blood pressure increased to 260/160 
mm Hg. We immediately injected 
phentolamine (Regitine) to counteract 
the effect of epinephrine release. He 
subsequently was operated on for 
pheochromocytoma, and a large tumor 
of one adrenal gland was removed. 

The pheochromocytoma and one of 
the neurofibromas were analyzed for 
calcitonin (assay performed by Armen 
H. Tashjian, Jr., Boston). The pheo- 
chromocytoma contained no detec- 
table calcitonin, but the cutaneous 
neurofibroma had a calcitonin level 
comparable to that of a normal 
thyroid gland. The patient’s serum 
calcitonin level was normal and did 
not rise markedly after either gluca- 
gon or calcium stimulation. At the 
present time, we are investigating the 
calcitonin content in other cases with 
neurofibromas. 
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Meeting Review 


Farrington Daniels, Jr., MD, MPH 
American Society of Photobiology 
President: John Spikes 

President Elect: Jack Myers 

Past President: Kendric Smith 

E. W. Abrahamson: - 
Secretary-Treasurer 


T he second annual meeting of the 
American Society for Photobiol- 
ogy was held at the University of 
British Columbia, Vancouver, July 22 
to 26, 1974. 

Dermatologists like to claim the 
Nobel Prize winner, Neils Finsen as a 
representative of dermatology. He re- 
ceived a Nobel Prize in 1903 for his use 
of ultraviolet radiation in the cure of 
lupus vulgaris. Whether clinical der- 
matology can claim Finsen as its own 
or not, he was a physician who treated 
skin disease and received the Nobel 
Prize. Moreover, he developed many 
methods and built many apparatus 
that were of importance in general 
photobiology. He is recognized as a 
pioneer not only in clinical medicine 
but in the multidisciplined field of 
photobiology. 

At the International Congresses on 
Photobiology, a Finsen Memorial 
Medal is awarded to workers in any 
field of photobiology who have made a 
notable contribution. The next, 7th 
International Congress on Photobiolo- 
gy will be held in Rome, Italy from 
Aug 30 to Sept 2, 1976. The 1975 
meeting of The American Society for 
Photobiology will be held in Louisville, 
Kentucky from June 22 to 26, 1975. 

The general field of photobiology 
combines many individual disciplines 
united by the common fact that they 
study the effects of nonionizing radia- 
tion on plants, animals, and many 
microorganisms. The common denom- 
inator of ultraviolet, visible, and 
infrared radiation brings together 
students of photosynthesis; students 
of the effects of light on plant growth 
and development; students of visual 
and nonvisual light reception, those 
who study the effects of visible and 
ultraviolet radiation on human skin 
pigmentation, sunburn, and carcino- 
genesis; those interested in the photo- 
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sensitization of photochemical and 
photobiologieal reactions; and those 
interested in the production of light 
by biological and chemical reactions. 
Students in the various areas of photo- 
biology are often surprised at how 
much the effects of light in the envi- 
ronment are taken for granted. The 
climate, the weather, the energy for 
all living animals, the energy for the 
formation of fossil fuels, the driving 
power of agriculture, and the evolu- 
tion and composition of the atmos- 
phere are a sample of a few major 
environmental factors influenced in 
various ways by nonionizing radiation 
from the sun. 

The American Society for Photobi- 
ology was founded in 1972, with 
Kendric Smith, PhD, of Stanford Uni- 
versity as its first president. Its 
stated objectives are "to promote 
original research in photobiology; to 
facilitate the integration of different 
disciplines in the study of photobi- 
ology; to promote the dissemination of 
knowledge about photobiology; and, to 
provide information on the photobio- 
logical aspects of national and inter- 
national problems." 

Many members of the society have 
been called on to carry out the last 
purpose, which is to provide informa- 
tion on the photobiological aspects of 
the national and international prob- 
lem of the environmental effects of 
Supersonic aircraft flying in the 
stratosphere. Several such papers 
were presented at the meeting, spon- 
sored by the Department of Transpor- 
tation as part of the Department of 
Transportation's Climatie Impact As- 
sessment Program (DOT  CIAP), 
which is a large crash program set up 
to evaluate many factors but particu- 
larly the possible effects of increase of 
turbidity of the stratosphere with 
some cooling of the earth resulting. 
The second subject for evaluation is 
the estimation of the reduction in 
protective layer of ozone in the strat- 
osphere by engine exhausts, the 
expected increase in ultraviolet radia- 
tion at the earth's surface resulting 
from reduction of the ozone barrier, 
and the environmental effects (large- 
ly biological) to be expected from such 
an increase in effects ultraviolet 
radiation. 

Dr. Frederick Urbach, Professor 
and Chairman of Dermatology at 


Temple University chaired a sympo- 
sium on the effects of altered environ- 
mental radiations. The symposium in- 
cluded four topics of discussion: (1) 
higher plant response to enhanced 
intensities of solar UVB radiation 
presented by Martyn Caldwell of Utah 
State University; (2) strategies of 
aquatic organisms for coping with 
solar ultraviolet radiation presented 
by D. Stuart Nachtwey of Oregon 
State University; (3) effects of middle 
ultraviolet radiation on insects pre- 
sented by R. T. H. Hsiao and C. Hsiao 
of Utah State University; and (4) a 
review of environmental ultraviolet 
radiation in skin cancer in man pre- 
sented by F. Urbach, D. Berger, D. F. 
Robertson, R. A. Davies of Temple 
University and the Universizy of 
Queensland. In the last paper, Dr. 
Urbach reviewed the development and 
results of use of the Robertson meter 
for recording erythema ultraviolet 
radiation. This device uses the fluores- 
cence of magnesium tungstate to 
simulate the erythemal response of 
skin. 

The original meters designed by 
Robertson have been modified by 
Robertson and Berger and have been 
used extensively as a stable meters 
simulating the erythema response of 
human skin for studies in various 
parts of the world for comparisor. with 
skin cancer incidence. Other investi- 
gators have used them above ground 
and underwater as a standard refer- 
ence to the ultraviolet intensity in the 
UVB range, that is 290 to 31) nm 
(millimicrons in older terminology; 
one nanometer is 10°m or 10 ang- 
stroms.) For analysis, the Robertson- 
Berger meter readings are reduced to 
sunburn units. This is the amount of 
the UVB radiation recorded by the 
meter in approximately 12 minutes 
when the sun is directly overhead. 
There is thus an approximate equiva- 
lence of the sunburn unit to the mini- 
mal erythema unit, which is a reading 
based on around 12 minutes of expo- 
sure with the sun vertically over- 
head. 

Data obtained by the Robertson- 
Berger meters in various latitudes 
and locations in the United States and 
abroad and have been used by Dr. 
Alexander Green of the University of 
Florida in a computer program that 
can be used to predict changes in the 


Meeting Raview 


DL 9c» 


incidence of human skin cancer with 
changes in che ozone layer. For the 
United States, the carrent skin cancer 


figures are based on the Third 
Nationa! Cancer Survey done in 1970- 
1971 anc bemg anatyzed by Scotto et 
al of the Na ional Cancer Institute. It 
is estimated that a 3% decrease in the 
ozone level would result in an eventual 
increase in the numoer of skin cancer 
patients-abc.it 60 per 100,000 persons, 
or a 42% inc»ease in skin cancer in the 
United States. A computer program 
with an estimated correction factor 
for duration of outdeor exposure (with 
more outdoer exposure expected in 
the warmer south than in the colder 
north) and an estimated increase in 
incidenee of cancer for a 5% decrease 
in the ezome layer shows that the 
increase would be between 10% and 
15%. 

Reports were presented under the 
genera! title of Envaronmental Photo- 
biology in a sessien chaired by A. 
Isenstoek of the University of Missou- 
ri. Alexander Green presented some 
of his analy is regarding this subject. 
John Calkins of the University of 
Kentucky dscussec the tolerance of 
various aquatic micro-organisms to 
solar ultraviolet radiation. Many small 
aquatic org.nisms were found to be 
vulnerable .o the present levels of 
ultravielet radiation. Kimeldorf dem- 
onstrated that there was interference 
of metamorphosis in toad tadpoles 
exposed to simulated sunlight. 

Eisenstarz reported a wide range of 
biologieal effects of photoproducts 
produced fmm tryptophan by long- 
wave ultraviolet radiation around 360 
nm in the s»-called black light range. 

Much of *he information about the 
effects of ultravielet radiation on 
micro-omgarisms and on biological 
systems induding auman skin dealt 
with the efects of ultraviolet radia- 
tion produemg thymidine dimers and 
other changes in DNA. However, 
there is alsc a large body of informa- 
tion on the effects of ultraviolet radia- 
tion on bidogical membranes. This 
was diseussed in a symposium on the 
photoehemi-try and photobiology of 
biomembra-es, which was arranged 
by Dr. Angelo Lamolla of the Bell 
Telephone Laboratories. A. M. Kroz- 
zola presented a review on the photo- 
chemistry cf the lipid components of 
biomembraues based on work done by 
Dr. Lamoll-'s team with several co- 
authors. N. I. Krinsky of Tufts 
University School of Medicine dis- 
cussed photosensitmation and protec- 
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tion of biomembranes and model 
systems and also discussed the useful- 
ness of artificial lipid membranes 
called liposomes. B. Goldstein re- 
viewed the photochemistry and photo- 
biology of normal and abnormal 
erythrocytes. Dr. Lamolla emphasized 
a point that may explain the relative 
neglect of lipid membranes in consid- 
ering ultraviolet damage: the unsatu- 
rated fatty acids, cholesterol, and 
other lipids found in membranes 
generally do not absorb beyond 300 
nm and therefore, photosensitization, 
that is activation of a different chro- 
mophore, ie, absorbing molecule must 
occur. 

Alpha-tocopherol inhibits the oxida- 
tive damage in the hemolysis of 
erythropoetic protoporphyric red cells. 
This appears to occur through inacti- 
vation of excited singlet molecular 
oxygen. Farrington Daniels, MD, re- 
viewed the evidence for involvement 
of lysosomes in human epidermis as a 
step in the sunburn reaction in photo- 
sensitization and in carcinogenesis, as 
described by Allison and Magnus. 

A review was made of Mier and 
Johnson’s evidence for the involve- 
ment of phospholipids rather than 
DNA in sunburn, the results of subse- 
quent histochemical studies of John- 
son and Daniels, and the evidence of 
lysosomal involvement in photosensi- 
tization and carcinogenesis reported 
by Allison, Magnus and others. Dam- 
age to DNA can be from lysosomal 
DN Aases as well as by direct thymine 
dimer formation. Perhaps the most 
recent evidence quoted is the finding 
that sunburn effects can be controlled 
with indomethacin. 

A session on the medical effects of 
ultraviolet irradiation was chaired by 
Homer S. Black. R. Sayre discussed 
optical scattering in human skin. D. 
Berger discussed the variation of skin 
erythema with ultraviolet doses at 
different wavelengths and challenged 
a long-standing statement in the 
published literature on the subject. 
Parrish and co-workers from Harvard 
presented evidence that patients with 
susceptibility to skin cancer have a 
more persistent erythema response 
than do normal individuals and sug- 
gested this as a possible predictive 
marker of susceptibility to skin can- 
cer. John Epstein, MD, presented data 
on successful inhibition of ultraviolet 
carcinogenesis in hairless mice with £- 
carotene. Black and Knox from Hous- 
ton demonstrated that dietetic anti- 
oxidants provide protection against 





the formation of the carcinogen 
cholesterol a-oxide from cholesterol. 
Their studies with dietary supplemen- 
tation with anti-oxidants showed that 
five out of 21 animals on a regular diet 
developed squamous cell carcinomas 
while under the ultraviolet radiation 
conditions, whereas 0 out of 13 in the 
group receiving dietary supplementa- 
tion developed such carcinomas. 

Dobson and Colic from Providence, 
Rhode Island, presented data based on 
a study of 4-year-old children who had 
received phototherapy for neonatal 
jaundice. The effect of electroretin- 
ography on visual function was stud- 
ied. There were no significant differ- 
ences between children receiving pho- 
totherapy and those who had not. This 
is reassuring because studies with 
experimental animals had indicated a 
possibility of retinal damage by the 
phototherapy equipment used on the 
newborn infants. 

M. Poh of the Columbia College of 
Physicians and Surgeons of New York 
discussed the fact that in erythro- 
poetic protoporphyria, erythrocytes 
containing increased protoporphyrin 
readily hemolized in visible light. In 
contrast, in patients with lead intoxi- 
cation, the red cells, which also have 
an increase protoporphyrin, did not 
hemolize. This was apparently due to a 
binding of the protoporphyrin on the 
heme molecule ir cases of lead poison- 
ing. 

In a report that should be of 
interest to all physicians Biggley, 
Hamman, and Seliger of Johns Hop- 
kins University presented data on the 
long-lived chemi uminescence in ciga- 
rette smoke. Light is given off by 
many energetic chemical reactions. 
Total light emission from a single 
puff of 35 cubic centimeters of ciga- 
rette smoke is greater than 10” 
photons. The chemiluminescence is 
intense enough to be seen by the 
unaided eye when it is dark-adapted. 
Photographs were also presented that 
were taken by the light of cigarette 
smoke on high-speed polaroid film. 
High concentrations of unstable mole- 
cules in cigarette smoke react with 
molecular oxygen to produce electron- 
ically incited states. The chemilumi- 
nescence in cigarette smoke may last 
as long as 1,000 minutes. Deep inhala- 
tion during smoking causes 85* of the 
fluorescent material to be retained. 
The finding regarding chemilumines- 
cence in essence of cigarette smoke 
have also been published. (Science 
185:258, 1974). 
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News and Notes 


Mr. and Mrs. J. N. Taub International 
Memorial Award.—Dr. Eugene M. Far- 
ber, Professor and Chairman, Depart- 
ment of Dermatology, Stanford Uni- 
versity, School of Medicine, has been 
selected as the 1974 winner of the 
$1,000 Mr. and Mrs. J. N. Taub Inter- 
national Memorial Award for Psoria- 
sis Research. 

Dr. Farber has authored, or co- 
authored, over 50 publications that 
document the breadth and depth of 
the studies performed by the Stanford 
group. In addition, Dr. Farber has 
encouraged others to do research in 
psoriasis. He heads the National 
Program for Dermatology Task Force 
on Psoriasis and is editor of THE 
PSORIASIS BULLETIN. 

Dr. Farber was selected by a six- 
man committee, and the announce- 
ment was made by Dr. John M. Knox 
during the Psoriasis Symposium of 
the academy. The award was estab- 
lished in 1957 by Carol and Henry 
J. N. Taub in honor of their grandpar- 
ents, Mr. and Mrs. J. N. Taub. Their 
establishment of this program carried 
with it the hope that the award would 
be an incentive to develop a cure to 
alleviate one of the problems of 
mankind. 


Pacific Congress of Dermatology. The 
dermatologists of Australia and New 
Zealand invite their colleagues in the 
Pacific area who are interested in 
dermatology and related disciplines to 
attend the Pacific Congress of Derma- 
tology, June 22-27, 1975, in Sydney, 
New South Wales, Australia. 

The sponsors of the congress, the 
Australasian College of Dermatolo- 
gists, will endeavor to ensure that 
your participation will be academi- 
cally fruitful and socially rewarding. 
The president of the congress is 
Lewsbe G. Abbott. 

The program embraces scientific 
sessions and social events. This will 
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include the official opening and recep- 
tion in the now world famous Sydney 
Opera House and, of course, a mid- 
week harbor cruise. Overseas visitors 
will find this congress an excellent 
opportunity for professional advance- 
ment and social enjoyment. It is large 
enough for you to hear and present 
papers and to take part in discussion 
on a range of dermatological and 
allied basic science topics. It will be 
small enough for delegates to retain a 
sense of personal participation and to 
present the opportunity for individual 
hospitality. This happy situation can 
be combined with a vacation in 
Sydney, one of the world's most 
picturesque cities, or with pre- or post- 
congress tours of the Australian conti- 
nent. The official language of the 
congress will be English. 

The symposium subjects will be (1) 
the immune reaction in dermatology, 
(2) immunosuppression and skin can- 
cer, (3) photobiology, (4) pediatric 
dermatology, (5) comparative derma- 
tology, (6) pathology of skin cancer, 
and (7) dermatology in Australasia. 

Applications for the presentation of 
papers are welcomed. Information 
relating to this congress may be 
obtained from the convenor, Lance J. 
Cains, Pacific Congress of Dermatol- 
ogy, c/o Australasian College of Der- 
matologists, 271 Bridge Rd, Glebe, 
New South Wales 2037, Australia. 


Self-Assessment Test.—The Self-As- 
sessment Committee of the American 
Academy of Dermatology announces 
that Self-Assessment Test II is in the 
process of being finalized and will be 
available for distribution in May of 
this year. Subscribers should apply as 
soon as possible so that they may be 
included in the initial mailing. The fee 
is $85. Checks and applications should 
be sent to the American Academy of 
Dermatology, PO Box 5368, Tacoma, 
WA 98405 | 


Dermatology  Cassettes.—- The 1974 
American Academy of Dermatology 
annual meeting's cassette series is 
now available for immediate delivery. 
A brochure and order form can be 
obtained from Academy Cassettes, 
Dept ADC, PO Box 6026, Leawood, KS 
66206. 


Dermatopathology Residency.— A 
dermatopathology resideney has been 
established at the Cleveland Clinic un- 
der the directorship of Wilma Fowler 
Bergfeld, MD. For further informa- 
tion, please contact the Director of 
Education, Cleveland Clinie, 9506 Eu- 
clid Ave, Cleveland, OH 44106. 


CORRECTION 


Multiple Errors.-In the Com- 
PARATIVE CASE REPORT STUDY 
titled "Dermatomyositis in Six 
Patients Without Initial Muscle 
Involvement," published in the 
February ARCHIVES (111:241- 
245, 1975), three errors oc- 
curred. 

On page 243, in column 1, the 
last word in line 30 should be 
"eushingoid," not “cushion- 
goid.” 


On page 244, the second 


sentence of paragraph 2 under 


“Results” should begin "Al- 
though electromyograms were 
normal initially for four of six 
patients...,” not “three of six 
patients.” 

Finally, the end of the fourth 
line on page 245 should read 
“vascular obliteration (@),” indi- 
cating that this histologic ab- 
normality was not present :n 
any of the patients studied. As 
published the sentence incor- 
rectly ended "vascular oblitera- 
tion (1)." 
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Provide your patients with Total 


ROUND-THE-CLOCK 


Intensive Benzoyl Peroxide Acne Therapy 






Daytime Nighttime 
Lotion Gel 





VANOXIDE-HC EAO: zeta 


(Hydrocortisone 0.5%, Benzoyl Peroxide 5%, Chlorhydroxyquinoline 0.25%.) 


*9 Most rapid and dramatic improvement during 5Benzagel 


initial therapy period ® ACNE GEL 


(10% or 5°. Benzoyl Peroxide, 625 Polyoxyethylene Lauryl Ether, 4025 Alcohol.) 


™® Bactericidal vs. C. acnes 


Maximal Drying and Peeling Antibacterial 


® Superior penetrability into pilosebaceous structures 
Lowest Cost of All Benzoyl Peroxide Gels 


(1) Patient may be tramsferred to Vanoxide Lotion after initial two week period. 





Remarkable patient acceptance — Outstanding flexibility 


From the Originators of 
Benzoyl Peroxide Acne Therapy. 


> 
Dermik) WHERE RESEARCH AND ECONOMY COME FIRST! Fort Washington, Pa. 19034 


—— 


+VANOXIDE-HC® LOTION — DESCRIPTION: Vanoxide-HC® Acne Lotion contains (as dispensed) Hydrocortisone 0.5%, Benzoyl Peroxide 5.0% and Chlorhydroxyquinoline 0.259 
incorporated in a water washable, vanishing lotion consisting of propylene, glycol, hydroxyethylcellulose, FD&C color, cholesterol-stero!, cetyl alcohol, propylene glycol stearate, poly 
sorbate 20, laneth-10 acetate, propylparaben, decyl! oleate, purcelline oil syn., antioxidants, vegetable oil, methylparaben, tetrasodium EDTA, buffers, cyclohexanediamine tetraacetic acic 
dimethy! polysiloxane, silica, and purified water, ACTIONS: Provides keratolytic, peeling and drying action. INDICATIONS: An aid in the treatment of acne and oily skin. CONTRAINDIC/ 
TIONS: This product ts contraindicated for use by patients having known hypersensitivity to Hydrocortisone, Benzoy? Peroxide, Chlorhydroxyquinoline or any other component of this prep 
aration. Topical steroids are contraindicated in viral diseases of the skin, such as varicella and vaccinia. WARNING — USAGE IN PREGNANCY: Although topical steroids have not bee 
reported to have an adverse effect on the fetus, the safety of their use during pregnancy has not been absolutely established. Therefore, they should not be used extensively, or i 
large amounts, or forprolonged periocs of time on pregnant patients. PRECAUTIONS: For external use only. Keep away from eyes. If irritation develops, the product should be discontinue 
and appropriate therapy instituted. In the presence of an infection, the use of appropriate antifungal or antibacterial agents should be instituted. If a favorable response does not occu 
promptly, the corticosteroid should be discontinued until the infection has been adequately controlled. If extensive areas are treated, or if the occlusive technique is used. the poss 
bility exists of incressed systemic absorption of the corticosteroid and suitable precautions should be taken. Do not add any other medicaments or substances to this lotion unles 
specifically directed by physician to do so. Patients should be observed carefully for possible local irritation or sensitization during long-term topical therapy. Apply with caution o 
neck and/or other sensitive areas. There may be a slight, transitory stinging or burning sensation on initial application which invariably disappears on continued use. Ultraviolet an 
cold quartz light shou!d be employed in lesser amounts as this lotion is keratolytic and drying. Harsh, abrasive cleansers should not be used simultaneously witn this lotion. Colore 
or dyed garments may be bleached by the oxidizing action of Benzoyl Peroxide. Chlorhydroxyquinoline may cause temporary light yellowish skin staining in rare cases, Keep out of th 
reach of children. ADVERSE REACTIONS: The following local adverse reactions have been reported with topical corticosteroids: burning sensations, itching, irritation, dryness, folliculitis 
secondary infection, skin atrophy striae, hypertrichosis, acneform eruptions, and hypopigmentation. The sensitizing potential of Benzoyl Peroxide and Chlorhydroxyquinoline are low 
but they can, on occasion, produce allergic reaction. Occurrence of excessive redness or peeling indicates that the amount and frequency of application should be reduced. DIRECTIONS 
f Shake well before using. Apply a smal! quantity to affected areas with light massaging 1 to 3 times daily in accordance with the physician's directions. (Important! — To the Pharmacist 
At time of dispensing, add contents o! vialt to the bottle. Shake well and/or stir with a glass rod to insure a uniform dispersion. Place expiration date of three (3) months on botti 
label.) t‘‘Benzie-Pak’’ vials contain a mixture of Benzoyl Peroxide 35% and Calcium Phosphate 65%. Net weight of each vial is 3.8 grams. HOW SUPPLIED: Bottles, 25 grams 
CAUTION: Federal law prohibits dispensing without prescription. 


*TOBENZAGEL&-5BENZAGEL — DESCRIPTION: 10% or 5% Benzoyl peroxide, 6% polyoxyethylene lauryl ether and 40% alcohol in an astringent gel containing colloidal magne 
sium aluminum silicate, hyvcroxypropylmethylcellulose, citric acid, fragrance and purified water. ACTION: Provides drying, desquamative and antiseptic activity. INDICATION: An aid ii 
the treatment of acne. DOSAGE AND ADMINISTRATION: Wash affected areas prior to application. Apply once or more daily or as directed by physician. CONTRAINDICATIONS: Should no 
be used by patients having known sensitivity to either Benzoyl peroxide or polyoxyethylene lauryl ether. PRECAUTIONS: For External Use Only. Not for opthalmic use. Keep away fror 
eyes and mucosae. Very fair individuals should begin with a single application at bedtime allowing overnight medication. May bleach colored fabrics. Keep this and all other medicé 
tions out of the reach of children. CAUTION: Federal law prohibits dispensing without prescription. HOW SUPPLIED: Plastic tubes, 1/2 oz. and 3 02. 
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miconazole 
nitrate 








2 


by prescription only 


Major new topical antifungal 
therapy against three important 


pathogens’ 


Description: MicaTin contains miconazole nitratet 
2% formulated into a water-miscible cream base con- 
sisting of pegoxol 7 stearate, peglicol 5 oleate, min- 
eral oil, benzoic acid, and butylated hydroxyanisole. 
Actions: Miconazole nitrate is a synthetic antifungal 
agent which inhibits the growth of the common 
dermatophytes, Trichophyton rubrum, Trichophyton 
mentagrophytes, and Epidermophyton floccosum. 

. Indications: For topical application in the treatment 
of tinea pedis (athlete's foot), tinea cruris and tinea 
corporis caused by Trichophyton rubrum, Trichophy- 
ton mentagrophytes,and Epidermophyton floccosum. 
Contraindications: MicaTin brand miconazole nitrate 
cream has no known contraindications. 

Precautions: If a reaction suggesting sensitivity or 
chemical irritation should occur, use of the medica- 
tion should be discontinued. 

For external use only. Avoid introduction of MicaTin 
into the eyes. 

Adverse Reactions: There have been isolated reports 
of irritation, burning, and maceration associated with 
application of MicaTin miconazole nitrate cream. 
Dosage and Administration: Sufficient MicaTin 
cream should be applied to cover affected areas 
twice daily, morning and evening. In intertriginous 
areas, the cream should be applied sparingly and 
smoothed in well to avoid maceration effects. 

Early relief of pruritus (first week) and early clinical 
improvement (one to two weeks) have been seen in 
treatment of infections caused by common derma- 
tophytes. If a patient shows no clinical improvement 
after a month of treatment, the diagnosis should be 
redetermined. 

How Supplied: MicaTin cream containing micona- 
zole nitrate at 296 strength is supplied in a 1-oz.tube. 


t Chemical name: 1-[2,4-dichloro-8-4 (2,4-dichloro- 
benzyl) oxy } phenethyl] imidazole mononitrate. 





Especially effective against 


T.rubrum 


„with documented clinical 
and mycological evidence that 


High clinical efficacy against three 
important fungal pathogens 

Over-all results in seven double-bliad 
studies: 77% of 188 patients with identi-ied 
Trichophyton rubrum, Trichophyton 
mentagrophytes, Epidermophyton floccosum 
had a good-to-excellent clinical and myco- 
logical response to treatment.! In T. rubrum 
infections (132 patients) MicaTin produced 
8296 excellent-to-good clinical responsa. 

Early relief of pruritus and other 
symptoms. Prompt subjective improvement 
is the rule. Relief of itching was noted ir the 
first week of therapy in most patients. S gnifi- 
cant objective improvement of lesions is 
commonly evident in 1 to 2 weeks, and the 
majority of infections are clinically and 
mycologically cleared in 4 weeks. 

Low incidence of irritation, although it 
should not be used in patients with kncwn 
hypersensitivity to any of its ingredients. 
There have been a few isolated reports of 
“burning” sensation, irritation and 
maceration. 


Low relapse rate at one month 


after end of treatment. 


There were 121 patients who were ava I- 
able for follow-up and who were clinically 
and mycologically clear at the end of treat- 
ment. Of these, 111 patients (9296) were sti | 
clinically and mycologically clear upon re- 
examination 4 weeks (median) later. 

1. Data on file, Dermatological Division, 
Johnson & Johnson. 


*Trichophyton rubrum, Trichophyton mentagrophytes 
and Epidermophyton floccosum in patients who pre- 
sented with tinea pedis, tinea cruris and tinea corpoms. 


From the Dermatological Division of 


New Brunswick, New Jersey 08903 


© Johnson & Johnson 1974 
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BETADINE ANTISEPTICS _ 


BETADINE Skin Cleanser and BETADINE Ointment 
provide the same broad-spectrum microbicidal 
action as BETADINE microbicides chosen by NASA 
for the Skylab mission and for Apollo 11/12/14 
splashdowns. They kill gram-positive and gram- 
negative bacteria (including antibiotic-resistant 
strains), fungi, viruses, protozoa and yeasts... 

are virtually nonirritating and nonstinging... 
nonstaining to skin and natural fabrics. 


BETADINE Skin Cleanser degerms the skin of 
patients with common pathogens, including 
Staph. aureus ...helps prevent recurrence 
of acute inflammatory skin infections and 
spread of infection in acne pimples...may 
be used routinely for general skin hygiene. 
(In the rare instance of local 
irritation or sensitivity, discon- 
tinue use in the individual.) 


BETADINE Ointment kills 
pathogens in skin and wound 
infections ...indicated in 
infected stasis ulcers and to 
help prevent infection in burns, 
lacerations and abrasions. Not 






greasy or sticky ...the treated 
area can be bandaged. 


Purdue Frederick 


© COPYRIGHT 1974. THE PURDUE FREDERICK COMPANY 
NORWALK, CONN 06856 A7418 142574 
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Manual of Dermatologic Therapeutics, by 
Kenneth A. Arndt, MD, 303 pp, with some illus, 
$8.95, Little, Brown, & Co, 1974. 


Section 1 of this soft-cover bound 
book describes 30 of the commonest 
conditions seen in dermatology. Each 
condition is briefly and efficiently 
covered in terms of pathophysiology, 
subjective data, objective data (diag- 
nostic), assessment, and therapy. Sec- 
tion 2 devotes 20 pages to commonly 
used procedures and techniques. Sec- 
tion 3 devotes 63 pages to treatment, 
principles, and formulary. 

The beok is very helpful for differ- 
ent people. Our nurses like the simple, 
direct explanation of diseases that 
they see. Medical students find it fits 
the pocket and is truly a ready refer- 
ence to use immediately after seeing a 
patient. Dermatology residents parti- 
cularly like the formulary, with its 
price comparison of brand vs generic 
medications and the suggested work- 
ups for various diseases. For the prac- 
ticing dermatologist, the formulary, 
price comparisons, and a chance to 
review a colleague’s therapies makes 
it well worth the small price. 

The major negative feature is the 
writing style. The book seems to 
dogmatieally state what is and what is 
not proper treatmert. Some passages 
force ome to smile when one reads 
blatant statements that conflict with 
one's clinical experience and that of 
one's colleagues. I can understand the 
need to be direct in this type book, but 
it doesn’t seem tc leave room for 
differences of experience and opin- 
ion. 

On balance, however, congratula- 
tions to Dr. Arndt for giving derma- 
tology a most useful book-terse, 
packed with information, and helpful 
to all interested in this specialty. The 


Arch Dermatol /Vol 111, April 1975 


| 


book should go through several edi- 
tions. Hopefully, future editions will 
use a slightly less dogmatic writing 
stvle. 
THEODORE TROMOVITCH, MD 
San Francisco 


I. Toxidermies, by Association des dermatolo- 
gistes et syphiligraphes de langue francaise, 404 
pp, $6 (SF 15), Médecine et Hygiéne, 1974. 


Il. Vascularites, by Association des dermatol- 
ogistes et syphiligraphes de langue francaise, 233 
pp, $6 (SF 15), Médecine et Hygiéne, 1974. 


These two volumes recall vividly a 
superb conference, the 15th Congress 
of French Speaking Dermatologists, 
whose scientific sessions they report. 
Although dermatologists from France 
dominate the association and the 
congress, both numerically and politi- 
cally—as one would suppose—the con- 
gresses are truly international. The 
Fifteenth Congress held in 
Geneva in May 1973 was attended by 
hundreds of dermatologists from the 
French-speaking countries and by 
many  French-speaking  dermatolo- 
gists from non-French speaking coun- 
tries. Only two US dermatologists 
attended, confirming the well-known, 
if lamentable, fact that we are not a 
nation of linguists. 

Professor Laugier, his colleagues, 
and the Swiss meteorologists con- 
spired to produce five marvelous 
sunny days and balmy evenings filled 
with good and bad papers, polities, an 
excellent clinical session at the Can- 
tonal Hospital, and, best of all, social 
and gastronomic events to stimulate 
and satisfy the most avid Franco- 
phile. 

The scientific sessions reported in 
these two volumes concentrate on the 
texic dermatoses and the vasculitides, 
The toxic dermatoses include all those 


conditions to which the English- 
speaking world refer as drug erup- 
tions, contact dermatitis, industrial 
dermatosis, and extrinsic granulomas. 
Despite the thorough definition and 
classification by Drs. Beurey and 
Jeandidier that opens volume I, one is 
left with Anglo-Saxon doubt that 
putting all these different vegetables 
into one basket helps us understand 
them or the basket any »etter. 

Volume II, which reports on the 
vasculitides, is the more successful of 
the two volumes. Careful classifica- 
tion of syndromes has been of the 
greatest help traditionally in areas 
where pathophysiology has been 
weakest. Now that some mechanisms 
of vasculitis are becoming clearer, we 
can see how the successively more 
precise classifications of the past 50 
years have led us toward cause. 

This volume contains a series of 
eoncise reviews of the vasculitides 
from clinieal, light and electron 
microscopic, and immunologie view- 
points. 

There is little that is startlingly new 
or provocative in these two volumes, 
but their cerroboration and clarifica- 
tion of previous work from many 
ecuntries helps all of dermatology to 
overcome bit by bit the cld insularities 
of dogmatie schools anc masters and 
to further rational disceurse interna- 
tionally on the great unsolved dis- 
eases. 

Those Nerth American dermatolo- 
gists who do speak other languages 
and who ean integrate themselves 
gracefully into another culture for 
more than several days would do wel: 
to attend foreign national and inter- 
national conferences, and not simply 
as part of an IRS grand tour. No 
matter how much you think you know, 
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there is always someone who knows 
more or who knows it differently. A 
large measure of humility, open ears, 
and alert friendship receptors are the 
appropriate tools to pack together 
with your camera and travelers 
checks. 

THOMAS E. DRAKE, MD 

San Francisco 


Manual of Contact Dermatitis, 
Fregert 107 pp, Munksgaard, 1974. 


by Sigfrid 

This manual was written by Fre- 
gert on behalf of the International 
Contact Dermatitis Research Group to 
fulfill a specific need—a succinct 
review of the science and art of diag- 
nostic patch testing. Dr. Fregert 
succeeded admirably: this is a “how- 
to-do-it” text that summarizes an 
extensive personal experience into 
readily followed specific instruction 
and advice. 

The text presents useful working 
definitions of the sometimes confus- 
ing contact dermatitis terminology. 
The commonest contact allergens are 
tested with a summary of relevant 
clinical information for each (includ- 
ing source and anatomic localization). 
Reliable lists of patch test concentra- 
tions, selected structural formulas, 
and photo patch testing methods are 
given. 

The manual does not replace stan- 
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dard reference texts, such as A. Fish- 
ers Contact Dermatitis, and N. 
Hjorth and S. Fregert’s chapter on 
contact dermatitis in A. Rook’s Tezt- 
book of Dermatology. Instead, it adds a 
practical, easily read instruction guide 
for study before delving into the 
reference works. Any resident, der- 
matologist, or industrial physician 
planning to start patch testing can ill 
afford not to first read this manual. 
Most experienced patch testers will 
find more than enough insights here 
to justify the minimal reading time. 
Howarp I. MarBACH, MD 
San Francisco 


Medical Mycology: The Pathogenic Fungi and 
the Pathogenic Actinomycetes, by John Willard 
Rippon, PhD, 587 pp, 368 illus, $19.50, W.B. Saun- 
ders Co., 1974. 


This is an updated, well-written, 
and well-illustrated book that pre- 
sents a comprehensive view of medical 
mycology. The major subject areas 
covered in the book are treated in five 
general parts: the pathogenic acti- 
nomycetes (4 chapters); the patho- 
genic fungi (19 chapters); allergic dis- 
eases, mycetismus, and mycotoxicosis 
(1 chapter); taxonomy of fungal ge- 
netics (1 chapter); and pharmacology 
of actinomycotic drugs (1 chapter). 
Obviously, in terms of numbers of 
pages, major attention is given to 
pathogenic fungi. Chapters deal in 
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depth with history, cause, ecology, 
clinical disease, laboratory identi- 
fication, and mycology. Histopathogy, 
therapy, and immunology anc serol- 
ogy are discussed where needed. 
Each chapter has an acequate bibli- 
ography. 

The first four chapters deal with 
the pathogenic actinomycetes, nocar- 
diosis, other actinomycetous infec- 
tions, and mycetoma. Although cor- 
ynebacteria are not actinomycetes, 
they are discussed here as actinomy- 
cetous infections. 

A brief but adequate chapter is 
written on the charazteristics of 
fungi, followed by superficial in- 
fections, dermatophytes, yeast in- 
fections, subcutaneous mycosis, and 
systemic mycosis. The zgrowirg im- 
portance of opportunistic infections is 
well-recognized, and a chapter is de- 
voted to this subject. The author has 
delineated the differences between 
the pathogenic and the opportunistic 
infecting fungi and the diseases they 
produce. A special chapter on genetics 
and taxonomy is contributed by E. D. 
Garber. 

I recommend this book to dermatol- 
ogists as well as to medical micro- 
biologists. The author should be con- 
gratulated for his excellent efforts in 
putting this material together. 

Raza ALY, PHD 
San Francisco 


Errors in Listings of Drugs and References.-In the LETTER TO THE EDITOR titled 
"Contact Dermatitis due to Perfume in Mycolog Cream," published in the January 
ARCHIVES (111:131, 1975), two errors occurred. In the fourth paragraph, the second 


sentence should read "The patient was patch tested on June 10, 1974, to 0.1% aqueous 
thimerosal, Mycolog cream base, 20% aqueous neomycin sulfate, Myciguent cream, 10% 
aqueous gramicidin, Mycolog cream, 0.1% triamcinolone acetonide cream, and nystatin 
cream base. In addition, reference i should be 2 and vice versa. 
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Now, a 
tar shampoo 
patients 
will use... 
and use 








m Exclusive tar shampoo gel — 
melts on contact. 


m Neutralized tar odor — no heavy tar smell. 


m Unique Dual-degreasing action — 
both dissolves and emulsifies oils. 


Available: 3% ounce tube. 

Contains: Owenethers™ (ethoxylates), Owentar™ 
(specially processed form of coal tar solution), 
lopol™ (a cationic polymer), alcoho! 0.4% 
and benzalkonium chloride in a 
nonionic/amphoteric base. 

Owen Laboratories, Dallas, Texas 
Division of Alcon Laboratories, Inc. 
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lent-pleasing 

tar shampoo 
that works 





(5% PABA LOTION) 


may help prevent 
harmful effects of the sun 
such as premature aging 
of skin and skin cancer.’ 
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Use it to prevent a topical infection. Or to treat one that's already started. 


In either case, it's good medicine. Whether for lacerations, 
burns, open wounds, IV catheter or surgical aftercare. 
Neosporin* Ointment provides broad antibacterial coverage against common 
susceptible pathogens. And since it contains three antibiotics that are 
rarely used systemically, the risk of sensitization is reduced. 
Neosporin Ointment. A half-ounce of prevention. Also available in a 


full ounce of prevention and in convenient foil packets. 
Neosporin Ointment carried on Apollo and Skylab missions. 


Neosporin Ointment 


(polymyxin B-bacitracin-neomycin) 


Each gram contains: Aerosporin® brand Polymyxin B Sulfate 5,000 units; zinc bacitracin 400 units; 
neomycin sulfate 5 mg (equivalen? to 3.5 mg neomycin base); special white petrolatum qs. 
In tubes of 1 oz and 1/2 oz and 1/32 oz (approx.) foil packets. 


INDICATIONS: Therapeutically, used as an adjunct to appropriate systemic 

therapy for topical infections, primary or secondary, due to susceptible organ- 

isms, as in: e infected burns. skin grafts, surgical incisions, otitis externa 
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Prophylacticaliy. the ointment may be used to prevent bacterial contamination 
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shown hypersensitivity to any of the components. 

WARNING: Because of the pctential hazard of nephrotoxicity and ototoxicity 
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extensive burns, trophic ulceration and other extensive conditions where 


absorption of neomycin is possible. In burns where more than 20 percent of the 
body surface is affected, especially if the patient has impaired renal function 
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(see Warning section). 
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But when it comes to controlling dandruff, 
there just isn’t a more effective treatment. 
Selsun has decisively stood the test of time 
in widespread usage throughout the world. 
Proven therapy for dandruff and seborrheic 
dermatitis, Selsun has provided dependable 
relief from itching and scaling for over 
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BRIEF SUMMARY — Contains: Selenium sulfide, 212%, 
w/v in aqueous suspension; also contains: bentonite, so- 
dium alkyl aryl sulfonate, sodium phosphate (monobasic), 
glyceryl monoricinoleate, citric acid, captan and perfume. 
Indications: For the treatment of seborrheic dermatitis of 
the scalp, including dandruff. Contraindications: Should 
not be used by patients allergic to any of its components. 
Warnings: Safety for use on infants has not been estab- 
lished. Precautions: Cutaneous sensitization of the scalp 
or adjacent areas has been reported; if sensitivity reactions 
should occur. discontinue use. Chemical conjunctivitis may 
result if product enters the eyes. Do not use when acute 
inflammation or exudation is present as an increase in 
absorption may occur. Adverse Reactions: As with other 
shampoos, oiliness or dryness of the hair and scalp may 
occur following use; there have been occasional reports of 
an increase in the amount of normal hair loss. Hair dis- 
coloration may occur; can be avoided or minimized by 
thorough rinsing. 401470R 
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A little TOPSYN Gel 


goes a long way to stop the 
itch and inflammation of 
all corticosteroid-responsive 
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Theres no alcohol, no rapid 
evaporation — the TOPSYN base stays 
smooth and easy-spreading. 
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TOPICAL THERAPY 


TOPSYN" | 
[FLÜOCINONIOE !| 


SYNTEX 


Syntex Laboratories. inc 
Palo Alto, California 94304 





—— — — 
» Ta E 


DesquamX 4 


6% Polyoxyethylene Lauryl Ether 


5 or 10% Benzoyl Peroxide 


the topical side of 
C. acnes control 


rhe: 
= 


mc ES 
D: E 

ha > 
ai 

€ s Je 
uryl 
Ny M 

B Aem 


acne skin. Its unique hydro-alcoholic gel 
with 5.5 pH facilitates penetration into the 
follicular orifice to help control C. acnes. 
Desquam-X can be used concomitantly with 
most topical and systemic agents. It is indi- 
cated for acne grades l, Il, and selected cases 
of grade lll. 
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many Desquam-X benefits. The non-perfumed 
stiff gel vehicle is easy to apply and leeves 
no visible residue. 


In vivo testing* of 14-day Desquam-X appli- 
cations revealed an up to 66%** reduction of 
free fatty acids and an up to 90% elimination 
of cutaneous C. acnes on test sites. Addi- 
tional clinical studies report patients virtually 
free of sensitization and undue irritatior? 


*Information on file at Westwood Pharmaceuticals Inc. and available upon request. 


““Using the 10% concentration, and up to 52% with the 5% concentration. 


©1975 W. P. Inc. 


Please see complete prescribing information on adjacent page. 
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CONTENTS: Desquam-X 5 contains 5% 
Benzoyl Peroxide, 6% polyoxyethylene 
lauryl ether, 37% ethyl alcohol, carbomer 
940, di-isopropanolamine, disodium 
edetate and water 


Desquam-X 10 contains 10% Benzoyl 
Peroxide. 6% polyoxyethylene lauryl ether, 
37% ethy! alcohol, carbomer 940, di- 
isopropanolamine, disodium edetate and 
water. 


INDICATION: A topical aid for the control 
of acne vulgaris. 


ACTION: Provides the desirable drying 
and desquamatien needed in the topical 
treatment of acne. Desquam-X has been 
demonstrated to have anti-bacterial effects, 
especially against Corynebacterium acnes. 


DIRECTION FOR USE: After washing as 
instructed, rub Desquam-X into affected 
areas twiee daily.!n fair-skinned individuals 
or under excessively dry atmospheric 
conditions it is suggested that therapy be 
initiated with one application daily. The 
desired degree of drying and peeling can 
be obtained by modification of the dosage 
schedule. 


CONTRAINDICATIONS: Not to be used in 
patients known to be sensitive to any 
ingredient of Desquam-X. 


PRECAUTIONS: Avoid contact with eyes 
and mucous membranes. For external 
use only. Xeep this and all medication out 
of the reach of children. 


NOTE: May bleach colored fabrics. 


HOW SUPPLIED: Plastic tubes 1.5 oz. 
(42.5 gm.) 


CAUTION: Federal law prohibits 
dispensing without prescription. 
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$5.00 each- single copies 

$4.50 each- 11 or more copies 

$5.50 each- areas outside 
U.S., U.S. Possessions. 
Canada and Mexico 


Microfiche and magnetic com- 
puter tapes are also available. 
Prices furnished upon request. 


Physicians’ Current Procedural Terminology 


s a listing of medical terms 
and identifying codes for re- 
porting medical services and 
procedures . performed by 
physicians, - and may be used 


American Medical Association 


in the development of billing 
systems, relative value stu- 
dies, guidelines for medical 
care review, and for practice 
management purposes. 


535 North Dearborn Street/Chicago lllinois 60610 


Enclosed is $—— for 


copy(s) of Current Pro- 


cedural Terminology, 3rd Edition (CPT-3), OP-41. 


Name 


Address 


Title - —À 











City/State/Zip 
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NOW...A SINGLE-ENTITY TOPICAL 
ANTIFUNGAL CLINICALLY AND 
MYCOLOGICALLY EFFECTIVE 
AGAINST DERMATOPHY TOSES; 
CANDIDIASIS AND TINEA 
VERSICOLOR 
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colonization by 7 days b.i.d. 28 days b.i.d. 
Trichophyton mentagrophytes 
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colonization by 
Candida albicans 


7 days b.i.d. 28 days b.i.d. 


TINEA VERSICOLOR 


colonization by 14 days h.s. 28 days 
Malassezia furfur end of treatment 


Copyright © 1975, Delbay Pharmaceuticals, Inc. All rights reserved 


Introducing 


N=W é o l 
lot I Min... 
Clotrimazole 


A BROAD SPECTRUM OF ACTIVITY 
AGAINST THE 6 MOST COMMON 
PATHOGENIC FUNGI IN THE 5 MOST 
COMMON SUPERFICIAL FUNGAL 
INFECTIONS 


m prowdes clinical improvement, with relief of pruritus, 
usually within the first week 

m penetrates the epidermis, with no detectable 
absorption into the bloodstream 

m singie entity, not a combination topical 

m contains no parabens or other common sensitizers 

m is nongreasy, odorless, nonstaining 

m available as cream and solution — by prescription only 


[5] Delboy: 





Before prescribing, please see product information on last page 
of this advertisement, or consult your Schering representative. 
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A WIDE RANGE OF /N VITRO ANTIMYCOTIC ACTIVITY 


.. SUPERFICIAL 








^ FUNGAL INFECTION CAUSATIVE AGENT* 
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... DERMATOPHYTOSES Trichophyton mentagrophytes 
tinea pedis 
| M . finea cruris 
: -~ tinea corporis 
S " Trichophyton rubrum 
! CANDIDIASIS 
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Malassezia furfur t 


It ‘a * microscopic view from a culture (artist's representation) + microscopic view from a scraping, since Malassezia furfur can 
E " e.g be cultured only with difficulty (artist'S representation) 
E d 


€ No single-step or multiple-step resistance to LOTRIMIN® has developed. 
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Ly. . Now you can initiate treatment promptly andwith — — hio resa 
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|. RESULTS OF 2 MULTICENTRIC DOUBLE-BLIND STUDIES OF 400 PATI v— 
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anfidence whenever you diagnose dermatophytoses* | dents FA ERE NM 
cutaneous candidiasis or tinea versicolor. ru by t4 ht 






WITH LOTRIMIN* (brand of clotrimazole) 1% CREAM OR SOLU. 
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inhibitory concentrations for susceptible fungi, with no detectable 
absorption nto the bloodstream. 
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NOW...A SINGLE-ENTITY TOPICAL ANTIFUNGAL 
CLINICALLY AND MYCOLOGICALLY 
EFFECTIVE AGAINST 


mthe 5 most common wm the 6 most common 


superficial fungal pathogenic fungi 
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clotrimazole 


LOTRIMIN Cream 1% is supplied in 15 gm. and 
30 gm. tubes. 

LOTRIMIN Solution 1% is supplied in 10 ml. and 
30 ml. plastic bottles 






LOTRIMIN® brand of clotrimazole DOSAGE AND ADMINISTRATION 


CREAM 1% SOLUTION 1% 
FOR DERMATOLOGIC USE 


DESCRIPTION 

Each gm. of LOTRIMIN Cream contains 10 mg. 
clotrimazole in a vanishing cream base of sorbitan 
monostearate, polysorbate 60, spermaceti, 
cetostearyl alcohol, 2-octyldodecanol, purified 
water and, as preservative, benzyl alcohol (196). 
Each ml. of LOTRIMIN Solution contains 10 mg. 
clotrimazole in a nonaqueous vehicle of 
polyethylene glycol 400. 

INDICATIONS 

LOTRIMIN Cream and Solution are indicated for 
the topical treatment of the following dermal 
infections: tinea pedis, tinea cruris, and tinea 
corporis due to Trichophyton rubrum, 
Trichophyton mentagrophytes, Epidermophyton 
floccosum, and Microsporum canis; candidiasis 
due to Candida albicans; and tinea versicolor due 
to Malassezia furfur. 

CONTRAINDICATIONS 

LOTRIMIN Cream and Solution are 
contraindicated in individuals who have shown 
hypersensitivity to any of their components. 
WARNINGS 

Usage in Pregnancy: Safety for use of this 
product during pregnancy has not been 
established. However, only very small quantities 
of LOTRIMIN appear to be absorbed following 
topical application. 

LOTRIMIN Cream and Solution are not for 
ophthalmic use. 

PRECAUTIONS 

If irritation or sensitivity develops with the use of 
LOTRIMIN, treatment should be discontinued and 
appropriate therapy instituted. 

ADVERSE REACTIONS 

The following adverse reactions have been 
reported in connection with the use of this 
product: erythema, stinging, blistering, peeling, 
edema, pruritus, urticaria, and general irritation of 
the skin. 


Gently massage sufficient LOTRIMIN Cream or 
Solution into the affected and surrounding skin 
areas twice a day, in the morning and evening. 
Clinical improvement, with relief of pruritus, 
usually occurs within the first week of treatment. If 
a patient shows no clinical improvement after four 
weeks of treatment with LOTRIMIN, the diagnosis 
should be reviewed. 

JANUARY 1975 


For more complete details, consult package 
insert or Delbay literature available from your 
Schering Representative or Professional 
Services Department, Delbay Pharmaceuticals, 
Inc., Kenilworth, N.J. 07033. 
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Distributed oy 


Delboy" Pharmaceuticals, Inc 
Kenilworth, New Jersey 0/033 


Manufactured by Schering Corporation 
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Eclipse is protecting. =clipse is still protecting. Eclipse is still protecting. 









" . eae r ECLIPSE PRESUN SOLBAR UVAL 
Eclipse protects so ong because it utilizes the moistur- 


izing Aquacare® base. This means Eclipse is resistant Average ratings | Tas um 140 123 
to wash-off and protects against the dryness associated after exposure | (080-100)  (1.004.30) (100-200) (0.60-1.80) 
with exposure to wind, water and sun. 


In a study to determine just how various sunscreens could be 4 
counted on to protect yourpatients, Eclipse was compared to X ane hours e | (0180-180) (2003100) 
PreSun® Uval* and Scibar* Approximately 30 minutes before " l 
exposure, equal premeasured doses of the sunscreens were 
applied under doubis-blind conditions to 3 inch squares Average rangs | MERSE 243 2.06 276 
demarcated with tape on the patient's back. The group was P after exposure | (0501-80 (220-270) (250-300) (EBD 
then exposed to 6 hours of:sunlight interrupted by two 15 
minute swimming:periods. Evaluation of the resulting erythema 
was made atO, 24, anc 48 hours following the end of exposure 
and ratings were assicned to each test site* Analysis of the 
results of this study indicate that Eclipse is clinically superior 
» tothe other tormulas sted following 6 hours of continuous 
sun exposure 
Results (averages & renges) can be seen in theTable at right 
This study was conducted by Robert Kim, M.D., Straub Clinic 
and Hospital, Honolulu, Hawaii! 


'G.S. Herbert Laboratories techrecarreport #9 


Average ratings 


2.76 2.66 
(2.50-3.00) (2.50-3.00) 





*The rating scale used for the study is as follows 
O=No Erythema O 1=Mild Erythema 
2=Mocerate Erythema O 3=Marked Erythema 
4—Mar«ed Erythema with Eder 


Ranges appear in parenthesis 


Eclipse Sunscreen Lotion 
3% amy! dimethyl PABA and 
3% glyceryl PABA in the 
moisturizing Aquacare base 


G. S. Herbert Laboratories 
Irvine, California 92664 U.S.A. 
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SAStid* 


soap 
For stubborn acne 


CONTAINS: 
10% PRECIPITATED 


SULFUR, U.S.P. 
—. 3% SALICYLIC ACID, 
U.S.P. 


- NET WT. 44 07. (124 GN) 





The scent of SAStid is important. To your 
patient, because there is no inhibition 

to regular use. To you and your patient, 
because regular washing with SAStid 
provides the effective drying, keratolysis 
and antibacterial activity you want for 
stubborn acne. 


If cleansing is fundamental to your acne 
regimen, why not choose the soap that 
makes routine washing therapeutic? 
Your patients will like it and you'll like 
what it does for your patients. 


Professional samples on request. 


4.4 oz. bar in individual carton. 


X STIEFEL 
Logica! Dermatologicals Since 1847 


STIEFEL LABORATORIES, INC., OAK HILL, NEW YORK 12460 





To control moisture and 
inhibit bacteria and fungi 
at any age. 


From diaper rash to dermatophytosis, when it’s important to keep 
the patient's skin dry, ZeaSORB® is indicated. ZeaSORB contains 
45% microporous cellulose* which absorbs four times its weight in 
moisture without caking or crusting. And, ZeaSORB contains no 
starch to support pathogenic molds or bacteria. Para-chloro-meta- 
xylenol 0.596 and aluminum dihydroxy allantoinate 0.296 in the 
formula provide antibacterial, antifungal and astringent activity. 


ZeaSORB is safe to use and is indicated where moisture control is 
essential as prophylaxis or adjunctive therapy. It is also recommended 
for such indications as intertrigo, hyperhidrosis and tinea pedis. 


Supplied in 2 oz. plastic dispenser. Stock No. 1504-5. 
Professional samples on request. 


*U.S. Pat. Nos. 2890151, 3278383 
I SITEFEL 


Logical Dermatologicals Since 1847 
STIEFEL LABORATORIES, INC., OAK HILL, NEW YORK 12460 


-— 


Ay 


" iba. 





Sapest TOr trie Care Or ary, 
or premature aging 


or wrinkled Skin... 
DUE TO EPI bas 















SUPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.11590 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL 23, QUEBEC 
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FROM MERCK SHARP & DOHME... 


A HIGHLY EFFECTIVE 
CORTICOSTEROID 

















IN AN EXCLUSIVE 
GEL VEHICLE 














For relief of 
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0.1% TOPICAL 





DEXAMETHASONE MSD) IN ESTERGEL 
15-g and 30-g tubes (Isopropyl Myristate Gel; MSD) 


formulated with 


ESTERGEL 
(Isopropyl Myristate Gel! MSD) 


an exclusive emollient gel that 





e softens and soothes 
e retains moisture 
e spreads smoothly and evenly 
e largely disappears when rubbed on the sxin 
e sheds water, but easily washes off 
| skin with soap and water 
e contains no parabens 
| e is anhydrous 
e is lipophilic and hydrophilic 
e is slightly acidic (pH—5-6.5) 
Topical steroids are contraindicated in vaccinia and varicella; in 
herpes simplex; in fungal infections; when tuberculosis of the skin is 


present. Topical steroids are contraindicated in patients with a 
history of hypersensitivity to any of the components of the preparation. 
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(DEXAMETHASONE | MS 
15-g and 30-2 tubes —_(sopr 


DECADERM contains 0.1% dexamethasone in ESTERGEL, a 
specially formulated vehicle consisting of gelled isopropyl 
myristate, wool alcohols B.P., refined lanolin alcohol, par- 
affin, anhydrous citric acid, and anhydrous sodium phos- 
phate dibasic. 

Dexamethasone is slightly soluble both in isopropyl myri- 
State (0.23 mg/ml) and in water (0.11 mg/ml) at 37 C. 

This emollient gel vehicle is anhydrous, lipophilic, hydro- 
philic, and moisture-retentive. The base largely disappears 
when rubbed on the skin. 

Contraindications: Vaccinia and varicella, herpes simplex; 
fungal infections; tuberculosis of the skin; history of hyper- 
sensitivity to any of the components. 

Precautions: Not for ophthalmic use. If irritation develops, 
discontinue product and institute appropriate therapy. In 
the presence of infection, institute use of an appropriate 
antifungal or antibacterial agent; if a favorable response 
does not occur promptly, discontinue the corticosteroid 
until the infection has been adequately controlled. 
Treatment of extensive areas or use of the occlusive tech- 
nique increases the possibility of systemic absorption of the 
corticosteroid, and suitable precautions should be taken. 
Generally, occlusive dressings should not be used on Weep- 
ing or exudative lesions. If occlusive dressings are used, 
inspect lesions between dressings for development of in- 


formulated with 

ESTERGEL” — 
(Isopropyl Myristate Gel MSD) 
an exclusive 
emollient gel 





fection; if infection develops, discontinue the technique 
and institute appropriate antimicrobial therapy. If the 
occlusive dressing technique is employed, caution should 
be exercised with regard to the use of plastic films which 
are often inflammable and may pose a suffocation hazard 
for children. When large areas of the body are covered with 
an occlusive dressing, thermal homeostasis may be im- 
paired; if elevation of body temperature occurs, discontinue 
use of the occlusive dressing. 

Since safe use in pregnant females has not absolutely been 
established, in pregnant patients, topical steroids should 
not be used extensively, in large amounts, or for prolonged 
periods of time. 

Adverse Reactions: Burning, itching, irritation, dryness, fol- 
liculitis, hypertrichosis, acneform eruptions, and hypopig- 
mentation. More frequently with occlusive dressings than 
without: maceration of the skin, secondary infection, skin 
atrophy, striae, and miliaria. Contact sensitivity to a par- 
ticular dressing or adhesive. 

How Supplied: Topical DECADERM (Dexamethasone, MSD) in 
15-g and 30-g tubes. 

For more detailed information, consult your M S D 


MSD representative or see full prescribing in- MERCK 
formation. Merck Sharp & Dohme, Division of SHAR 
OHM 


Merck & Co., Inc., West Point, Pa. 19486 
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To effectively help control 
dandruff, remove excess oil 


«eet and stop itching. 


| É Therapeutic Shampoo 






Cream Therapeutic Shampoo 


LUIESTLUOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8N 1E2 












For jock itch 
and athlete's foot 


Tinactin Cream 


e Begins to relieve itching, burning within 
24 hours 
e Actually kills most skin ringworm fungi 
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Halog Cream 


Halcinonide Cream 0.1% 


en ree e a — — 9 ———— —— ne a ——À ore narma -reo ooo ee ee m er mee en oe ew a aca eee ee ee t 


Clinically tested in 
nearly 2,000 patients 


ED ow rete e + te i rr er ee se re MÀ ee ee anm — m nin m ee rr ee 


* 84% excellent-good e Self-oreserved in 
responses overall propylene glycol — 
trarge: 75-91% depending no other preserva- 
upan dermatosis and tives whatsoever. 
use of occlusion). 


i " "The Priceless Ingredient of every product 
SQUIBB is the honor and integrity of its maker: '* 


For full prescribing information, see back. 











Halcinonide Cream 0.1% 


ê Excellent-Good results in: 
Eczematous Dermatitis (82%) 


Atopic Dermatitis (88%) 


Neurodermatitis treated 
without occlusive dressing (83%) 


Neurodermattitis treated 
with occlusive dressing (9196) 


Psoriasis treated 
without occlusive dressing (75%) 


Psoriasis treated | 
with occlusive dressing (9096) 


« Available in 15 and 60 gram tubes. 
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© 1975 E. R. Squibb & Sons, Inc. 
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. DESCRIPTION TURCO 


Halog Cream (Halcinonide Cream 0.196) contains the £6 
active synthetic corticosteroid halcinonide. The chemical 
name is 21-chloro-9-fluoro-118,16a,17-trinydrexypregn-4- 
ene-3,20-dione, cyclic 16,17-acetal with acetone. Each 
gram of Halog Cream contains 1 mg. halcinonide (0.1%) in 
a specially formulated cream base consisting of glyceryl 
monostearate N.F. XII, cetyl alcohol, myristyl stearate, 
isopropyl! palmitate, polysorbate 60, propylene-glycol, an 
purified water. ; 
ACTIONS 

Halog Cream (Halcinonide Cream 0.1%) is primarily 
effective because of its anti-inflammatory, antipruritic and 
vasoconstrictive actions. 
INDICATIONS 

Halog Cream (Halcinonide Cream 0.196) is intended for 
topical application for adjunctive therapy and symptomatic 
relief of inflammatory manifestations of acute and chronic 
corticosteroid responsive dermatoses. 
CONTRAINDICATIONS 

Topical steroids are contraindicated in vaccinia, varicella, 
and in those patients with a history of hypersensitivity to 
any of the components of the preparation. This preparation 
is not for ophthalmic use. 

PRECAUTIONS 

General 

If local infection exists, suitable concomitant antimicrcbial 
or antifungal therapy should be administered. If a favorable — 
response does not occur promptly, application of the 
corticosteroid should be discontinued until the infecticn is 
adequately controlled. 

Although systemic side effects associated with 
absorption of topical corticosteroid preparations are rare, 
their possible occurrence must be kept in minc when tnese 
preparations are used over large areas or for an extended 
period of time. 

If irritation or sensitization develops, the preparation 
should be discontinued and appropriate therapy instituted. 

Although topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of their use 
during pregnancy has not been absolutely established; 
therefore, they should not be used extensively on pregaant 
patients, in large amounts, or for prolonged periods of time. 
Occlusive Dressing Technique 
The use of occlusive dressing increases the percutaneous 
absorption of corticosteroids; their extensive use 
increases the possibility of systemic effects. For patients d 
with extensive lesions it may be preferable to use a 
sequential approach, occluding one portion of the body at 
a time. The patient should be kept under close observation 
if treated with the occlusive technique over large areas 
and over a considerable period of time. Occasienally, a 
patient who has been on prolonged therapy, especially 
occlusive therapy, may develop symptoms of steroid 
withdrawal when the medication is stopped. Thermal 
homeostasis may be impaired if large areas of the body are 
covered. Use of the occlusive dressing should be 
discontinued if elevation of the body temperature occurs. 
Occasionally, a patient may develop a sensitivity reaction 
to a particular occlusive dressing material or adhesive and 
a substitute material may be necessary. 

If infection develops, discontinue the use of the 
occlusive dressing and institute appropriate antimicrobial 
therapy. 

ADVERSE REACTIONS 

The following local adverse reactions have been reported 
with topical corticosteroids: burning, itching, irritation, 
striae, skin atrophy, secondary infection, dryness, 
folliculitis, hypertrichosis, acneform eruptions, 

and hypopigmentation. The following may occur more 
frequently with occlusive dressings: maceration of the 

skin, secondary infection, skin atrophy, striae, and miliaria. 
Contact sensitivity to a particular dressing material or 
adhesive may occur occasionally (see PRECAUTIONS) 
DOSAGE AND ADMINISTRATION 

Apply Halog Cream (Halcinonide Cream 0.1%) to the 
affected area 2 to 3 times daily. Rub in gently. 

Occlusive Dressing Technique 

Particularly resistant lesions of chronic dermatcses such 
as psoriasis and neurodermatitis may require the use of 
Halog Cream (Halcinonide Cream 0.1%) under ecclusive 
dressings. Gently rub a small amount of the cream into the 
lesion until it disappears. Reapply the preparation leaving 

a thin coating on the lesion and cover with a pliable 
nonporous film. The frequency of changing dressings is 
best determined on an individual basis. Good results have 
been obtained by applying the cream under an occlusiva - 
dressing in the evening and removing the dressing in the 
morning (i.e., 12-hour occlusion). When utilizing the 
12-hour occlusion regimen, additional cream.should be a 
applied, without occlusion, during the day. Reapplication 
is essential at each dressing change. 

HOW SUPPLIED 

Halog Cream (Halcinonide Cream 0.1%) is suppiied in 
tubes of 15 and 60 grams. 


a 


Before Varseb. Scanning electron micro- 


graph (1000x) shows common hair damage. 


Look closely before 





E- | 
After Vanseb. After 3 shampooings with 


Vanseb, another micrograph of the same hair 
shows that damage has been greatly repaired. 





you recommend another 
dandruff shampoo. 


The only difference between the photo on 
the left and the photo on the right is a dandruff 


shampoo. Vanseb® 

Vanseb is the first antisebor- 
rheic shampoo that actually repairs 
your patient’s damaged hair while 
it controls dandruff. It works on 
the frizzies as well as the flakes. 

What makes Vanseb unique is 
protein. Tests prove that protein 
reduces split ends, thickens the hair 
and increases tensile strength. 

lo your patient, this means 
hair that's manageable, soft and 
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G. S. Herbert Laboratories Irvine, California 92664 U.S.A. H 


silky. To you, it means a therapy that works 
because your patient will follow it. Even if 


WITH PROTEIN 





frequent shampooing is necessary. 

For cases requiring a tar sham- 
poo, we make Vanseb®-T, also with 
protein. 

Everybody says their tar sham- 
poo is cosmetically elegant. Vanseb-T 
really is. It doesn’t look or smell 
like a tar shampoo. It produces 
abundant lather. And it leaves hair 
lustrous and easy to comb. 

Vanseb and Vanseb-T. To help 
the hair as well as the scalp. 


We fix more than Dandruff. 





The eternal 
triangle of infectious 


disease N i - 
iA 
=  Microorganismsand Man 


^?» . exist symbiotically. But 


f h some microorga- 
4% 






















nisms, even com- 
mensals, can foment 


MP 1] disease at the op- 
j « T portune time. This 
A usually occers when 


host deferses are 
compromised by any 
of a number of pre- 
disposing factors. 


Host infection is de- 
termined by the in- 
dividual's general 
health; his clinical 
and microbiologic 
history; his socio- 
economic back- 
ground, climate, 
diet; and which 
toxic, traumatic 
or iatrogenic in- 
sult, not necessar- 
ily of microbial 
origin, he has 
experienced. Ad- 
ditionally, oppor- 
tunists née com- 
mensals acquire 
pathogenicity in 
the presenceof un- 
related lowering of 
hostresistance(e.g., 
fracture, diabetes, 
debility, malignancy). 





Therapy is determined by specific 
diagnosis, including isolation of 
causative pathogen, and drug sensi- 

tivity testing. Yet many infections 
which usually respond to appropriate 
therapy can advance rapidly when 
untreated and present a serious prog- 
nosis. An antibacterial which pro- 
vides prompt, prolonged serum levels 
and activity against a wide range 

of susceptible pathogens can be of 
substantial benefit. 
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e Prompt/orolonged serum levels with 
recommended dosage regimens 

e Peak levels in 2-3 hours 

e Penetratss tissue. (Tissue penetration is 
regarced as essential to therapeutic 
efficacy Dut specific penetration levels 
have not been directly correlated with 
specific herapeutic effects) 

e Active against susceptible Gram-positive 
and-G: am-negative microorganisms* 
imp:icated in respiratory, genitourinary, 
gastrointestinal and skin and soft tissue 
infection 

e Can be given in presence of renal impair- 
ment et lower than usual total daily doses. 
(See WARNING in Package Insert) 

e We! absorbed with food and dairy products 

e Enamel nypoplasia/tooth staining can 
occur n children under eight 

e Usual adult I. V. and oral dosages: 
20C mg initially, 100 mg q. 12 h. Alterna- 
tivey, f more frequent oral doses are 
pre*er-ed, 2 or 4 50-mg capsules may 
be civan initially, followed by one 
50-mg capsule 4 times daily 

e CNS s de effects including lightheaded- 
ness, dizziness or vertigo have been 
reportec with MINOCIN. Patients who 
experience these symptoms should 
be cautioned about driving vehicles or 
using hazardous machinery while on 
minocyciine therapy 


in a wide range of infections 
due to susceptible pathogens* 
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INOCYCLINE HCI 


semisynthetic tetracycline 
for office and hospital 


CAPSULES 100 mg and 50 mg 
SYRUP 50mg/5 cc 
INTRAVENOUS 100 mg/vial 


LEDERLE LABORATORIES 
A Division of American Cyanamid Company 
Pearl River, N Y. 10965 


“Therapy should not be continued unless bacterio- 
logic testing indicates appropriate susceptibility of 
causative pathogens to MINOCIN Minocycline HCI. 








MINOCIN Minocycline HCI 
Oral and Intravenous Brief Summary 


Contraindications: Hypersensitivity to any tetracycline. 


Warnings: Intravenous use, particularly in oregnancy, in 
daily doses exceeding 2 grams has been associated 
with deaths through liver failure. When need for intensive 
treatment outweighs potential dangers, perform renal 
and liver function tests before and during therapy: also 
follow serum concentrations. In renal impairment, usual 
doses may lead to excessive accumulation and liver 
toxicity. Under such conditions, use lower total doses, 
and, in prolonged therapy, determine serum levels. This 
hazard is of particular importance in I.V. use in pregnant 
or postpartum patients with pyelonephritis. In such 
cases, the blood level should not exceed 15 mcgm/ml. 
and liver function tests should be made at frequent 
intervals. Do not prescribe other potentially hepato- 
toxic drugs concomitantly. The use of tetracyclines 
during tooth development (last half of pregnancy, 
infancy and childhood to the age of 8 years) may cause 
permanent discoloration of the teeth (yellow-gray- 
brown). This is more common during long-term use but 
has been observed following repeated short-term 
courses. Enamel hypoplasia has also beer reported. 
Tetracyclines, therefore, should not be used in this age 
group unless other drugs are not likely to be effective 
or are contraindicated. Photosensitivity manifested by 
an exaggerated sunburn reaction has been observed in 
some individuals taking tetracyclines. Advise patients 
apt to be exposed to direct sunlight or ultraviolet light 
that such reaction can occur, and discontinue treat- 
ment at first evidence of skin erythema. Studies to date 
indicate that photosensitivity is rarely reported with 
MINOCIN minocycline HCI. In patients with signifi- 
cantly impaired renal function, the antianabolic action 
of tetracycline may cause an increase in BUN leading 
to azotemia, hyperphosphatemia, and acidosis. CNS 
side effects (lightheadedness, dizziness, vertigo) have 
been reported, may disappear during therapy, and 
always disappear rapidly when drug is discontinued. 
Caution patients who experience these symptoms 
about driving vehicles or using hazardous machinery 
while taking this drug. Pregnancy: In animal studies, 
tetracyclines cross the placenta, are found in fetal 
tissues, and can have toxic effects on the developing 
fetus (often related to retardation of skeletal develop- 
ment). Embryotoxicity has been noted in animals 
treated early in pregnancy. Newborns, infants and 
children: All tetracyclines form a stable calcium 
complex in any bone-forming tissue. Prematures, given 
oral doses of 25 mg./kg. every 6 hours, demonstrated 

a decrease in fibula growth rate, reversible when drug 
was discontinued. Tetracyclines are present in the milk 
of lactating women who are taking a drug in this class. 


Precautions: Use may result in overgrowth of non- 
susceptible organisms, including fungi. If superinfection 
occurs, institute appropriate therapy. In venereal 
diseases when coexistent syphilis is suspected, dark- 
field examination should be done before treatment is 
started and blood serology repeated monthly for at least 
four months. Patients on anticoagulant therapy may 
require downward adjustment of such dosage. Test for 
organ system dysfunction (e.g., renal, hepatic and 
hemopoietic) in long-term use. Treat all group A beta- 
hemolytic streptococcal infections for at least 10 days. 
Avoid giving tetracycline in conjunction with penicillin. 
Adverse Reactions: GI: (with both oral and parenteral 
use): Anorexia, nausea, vomiting, diarrhea, glossitis, 
dysphagia, enterocolitis, inflammatory lesions (with 
monilial overgrowth) in anogenital region. Skin: Macu- 
lopapular and erythematous rashes. Exfoliative derma- 
tits (uncommon). Photosensitivity is discussed above 
(“Warnings”). Renal toxicity: Rise in BUN, dose-related. 
(See Warnings: ) Hypersensitivity reactions: Urticaria, 
angioneurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis, exacerbation of systemic lupus 
erythematosus. In young infants, bulging fontanels have 
been reported following full therapeutic dosage, 
disappearing rapidly when drug was discontinued. 
Blood: Hemolytic anemia, thrombocytopenia, neutro- 
penia, eosinophilia. CNS: (See Warnings ) When given 
in high doses, tetracyclines may produce brown-black 
microscopic discoloration of thyroid glancs; no abnor- 
malities of thyroid function studies are known to occur. 
NOTE: Concomitant therapy: Antacids containing 
aluminum, calcium, or magnesium impair absorption; 
do not give to patients taking oral minocycline. Studies 
to date indicate that absorption of MINOCIN is not 
notably influenced by foods and dairy products. 
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Yerapeutic acne wash that degreases, dries, and peels. 
Easily integrated with all topical or systemic therapy for acne Grades |, Il, and 
Ill. Convenient and economical Fostex Liquid and Cream are also effective 
anti-seborrheic shampoos for oily scalps associated with acne. Available as 
Fostex Cream in 4% oz. jars, Fostex Cake in 3% oz. bars, and Fostex Liquid 


X os in 5 oz. plastic bottles. 


Transact, the transparent medicated acne gel. A thin film of Transact will 
dry the oiliest of skin and is ideal for acne on chest, shoulders, and back. 
Greaseless, nonstaining, with a fresh clean fragrance. In 1 oz. plastic tubes. 


Fostril,® the flesh-tinted drying and peeling lotion that conceals as it heals. 
Adaptable to Grades |, Il, or Ill acne, Fostril is available in 1 oz. plastic tubes. 
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Buffalo, New York 14213 
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SECOND ANNUAL 


DERMATOCRYOSURGICAL SEMINAR 


October 4 and 5, 1975 


Sponsored by 


THE RUDOLPH ELLENDER 


MEDICAL FOUNDATION, INC. 
(DERMATOLOGY SECTION: 


Chairman, 


Ronald R. Lubritz, M.D. 


Chief of Faculty, 
Douglas Torre, M.D.) 


BENISONE® CREAM (betamethasone benzoate) 
Cream 0.025% 

BENISONE® GEL (betamethasone benzoate) 
Gel 0.025% 

For external use only 

CAUTION: Federal law prohibits dispensing 
without prescription. 

Benisone Gel and Benisone Cream contain 
the active fluorinated steroid compound. be- 
tamethasone benzoate, the 17-benzoate ester 
of betamethasone. 

Each gram of 0.025% Gel contains 0.25 mg of 
betamethasone benzoate in a specially for- 
mulated gel base consisting of 13.8% (w/w) al- 
cohol, carboxyvinyl-polymer, propylene g ycol, 
disodium edetate, diisopropanolamine and 
purified water. The gel is self-liquefying, clear, 
greaseless and nonstaining. The active ingredi- 
ent is completely solubilized and remains i^n the 
clear film without crystallization after evapora- 
tion of volatile substances. 

Each gram of 0.025% Cream contains 0.25 
mg of betamethasone benzoate in a water- 
washable emollient cream base consisting of 
ethoxylated stearyl alcohol, cetyl alcohol, pet- 


CREDIT: A.M.A.-approved continuing medical rolatum, mineral oil, isopropyl stearate, propyl- 
education program, Cat. 1 ene glycol, sodium lauryl sulfate, polyethylene 
ag sodium acetate and acetic acid as buf- 
ers, and propyl- and methylparaben as 
ENDORSEMENT: American Society for Dermatologic Sur- iiediesu a " 
gery Indications. Benisone (betamethasone oen- 
i ; "t zoate) Gel and Cream are intended for relief 
American Society of Contemporary Medi of the inflammatory manifestations of cortico- 
cine and Surgery steroid-responsive dermatoses. 
Contraindications. Topical steroids are contra- 
€ ‘ idi indicated in viral diseases of the skin, such as 
PLACE: Fairmont Hotel, New Orleans, Louisiana varicella and vaccinia. Topical steroids are 
(Registration) Louisiana State University, contraindicated in patients with a history of 
School of Dentistry (Lectures) hypersensitivity to any of the components of the 
bos [b tameth benzoate) Gel 
m enisone (betamethasone benzoate) Ge 
TUITION: $150.00 (Space Limited) and Cream are not for ophthalmic use. 
Precautions. If irritation develops, Benisone (be- 
, tamethasone benzoate) Gel and Cream should 
FACULTY: indo RN tu T — of be discontinued and appropriate therapy in- 
edicine, Head, Dermatology Division, stituted. 
Cornell University Medical College In the presence of an infection, the use cf ap- 
Andrew Gage, M.D., Chief, Surgical Ser- ORT he Men agents 
vice and Chief of Staff, Veterans Admin- ioa Hi Se laid Dome "No SOMEONE 
istration Hospital, Buffalo, New York should be discontinued until the infection has 
Gloria F. Graham, M.D., Assistant Clinical i pides vail Soa - | 
. . extensive areas are treated; or if the occlu- 
ient s Dermatology, University of sive technique is used with Benisone Cream, the 
o arolina possibility exists of increased systemic absorp- 
Ronald R. Lubritz, M.D., Clinical Associate tion of the corticosteroid, and suitable precau- 
Professor Medicine, (Dermatology) Mic Topical at ds is; T 
: Wd steroids have not been re- 
Tulane University School of Medicine ported to have an adverse effect on preg- 
Thomas J. Meek, M.D., Instructor (Derma- nancy, the safety of their use in pregnant 
tology) Louisiana State University School iin cns ai upto gie A been established. 
of Medicine erefore, they should not be used extensively 
Bodas T MD. Assi Clinical on pregnant patients, or in large amounts, or for 
Mig as y 3 LU * «inda C Ese a periods of time. 
rofessor o ermatology, Corne ue to the alcohol content of the veaicle, 
University Medical College mide a Et ON gpd ny ees a 
; - ng without irritation if used on excoriatec skin. 
Setrag Zacarian, M.D., Assistant Clinical Adverse Reactions. The following local ad- 
Professor of Dermatology, Boston verse reactions have been reported with tooical 
University School of Medicine corticosteroids: burning sensations, itching, irri- 
tation, dryness, folliculitis, secondary infection, 
skin atrophy, striae, hypertrichosis, acneform 
DESCRIPTION: The course will take the registrant from SUE and FiGoplomeniation. 


the basic sciences of cryobiology through 
practical management of benign and 
malignant tumors/conditions amenable to 
cryosurgery. General therapeutic princi- 
ples and specific techniques will be 
thoroughly discussed in lectures and 
demonstrated by live patient presenta- 
tions. A laboratory section on the use of 
currently available cryosurgical instru- 
ments will be included. 


For further information and registration contact: 
A. V. Ravagni, Business Manager, 
Rudolph Ellender Medical Foundation 
Roof, Delta Towers, Canal at Claiborne 
New Orleans, Louisiana 70112 Ph: 504-524-9729 
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The following may occur more frequently 
under occlusive dressings with Benisone Cream 
than without such therapy: maceration cf the 
skin, secondary infection, skin atrophy, striae, 
and miliaria. 

Dosage and Administration. Apply to affected 
areas 2 to 4 times daily as needed. 

supplied. Benisone Gel 0.025% is supplied in 
45 gram (NDC 0047-0280-15) and 60 gram 
(NDC 0047-0280-60) tubes. 

Benisone Cream 0.025% is supplied in 15 
gram (NDC 0047-0281-45) and 60 gram [NDC 
0047 -02841-60) tubes. 

Full information is available on request. 


WARNER/CHILCOTT 
Division, Wamer-Lambert Company 
Morris Plains, New Jersey 07950 


It does as much 
for the skin as it 
does for the lesion. 


Benisone Cream moisturizes while it provides 
prompt relief of steroid-responsive dermato- 
ses. The emollient base lubricates and oc- 
cludes to help soften and protect treated 
areas. As a result, the steroid penetrates le- 
sions more easily—an important factor where 
scale and plaque exist — and skin stays 
smooth ui supple. 


penisone cream 
(betamethasone benzoate) Q025% 
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To encourage greater patient cooperation, consider effective 
Pernox? Scrub. 


èe Dries and desquamates skin with a high degree of safety 
and flexibility. 


e Predictable and controllable therapy for efficacy... without 
undue irritation to the skin. 


Noticeably rapid improvement. 


e Outstanding patient acceptance and cooperation ...skin 
feels smooth after each washing. 


e Indicated in grades |, Il, and selected cases of grade III acne. 


Contains: 

Microfine granules of polyethylene in SEBULYTIC® brand of 
soapless cleansers and wetting agents. Also 296 sulfur, 
1.5% salicylic acid. 


the therapeutic scrub Et 
cleanser of choice X ^ 





Te oc Supplied: 
Edu 2 and 4 oz. plastic 
a tubes, regular or 

lemon-scented. 


Pernox® 
(R) 


Lathering Scrub Cleanser 
Regular/Lemon 


WESTWOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 


In Canada, Belleville, Ontario K8N 1E 2 
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Editorial 


Reviewers for 1974 


- he editors of the ARCHIVES would like to take this opportunity to thank, on 

behalf of themselves and the readership, the large number of dedicated 
individuals who have reviewed articles for the journal in 1974. As you may or 
may not know, every submitted paper is examined by at least two referees, as 
well as the editors. Though this procedure may delay publication, it is essential 
for the maintenance of accuracy and quality of material published. 

The following is a compilation of the names of these reviewers who have so 
generously given their time and expertise on behalf of the ARCHIVES. If any 
name is misspelled or not included, we apologize in advance. Please let us know 
and we will include the information as a correction in a future issue. 

Jonn H. Epstein, MD 
KIMIE Fukuyama, MD 


a DENNY L. TUFFANELLI, MD 
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Reviewers for 1974 


Donald C. Abele 

A. Bernard Ackerman 
Kenji Adacai 

Robert M. «adams 
William A. Akers 
Ralph W. Alexander 
Manue} Francisco Allende 
Raza Aly 

Philip C. Anderson 
Kenneth A Arndt 
Harry L. Arnold, Jr. 
Faye D. Arindell 
Kazuo Aso 

Daniel L. Azarnoff 
Howard P. Baden 


David R. Bickers 
Simone Bishop 

Irving H. Blank 

W. Kenneth Blaylock 
Mary Bonneville 
Earle W. Brauer 
Irwin M. Braverman 
Algie C. Brown 
Martin H. Brownstein 


Robert N. Buchanan, Jr. 


Kenneth H. Burdick 
Thomas K. Burnham 
Jean-Claude Bystryn 
Philip Calanchini 
Richard M. Caplan 
Ray A. Carlsen 
William A. Caro 


Thomas M. Christie 
Wallace H. Clark, Jr. 
Louis Cohen 

Marcus A. Conant 
Victor S. Constantine 
Peter W. M. Copeman 
Willis I. Cottel 

Alvin J. Cox, Jr. 
William Crain 

David L. Cram 

Derek J. Cripps 

Mark V. Dahl 

David G. Daniels 


Farrington Daniels, Jr. 


W. G. D'Arcy 
Charles P. DeFeo, Jr. 
Allen M. Dekelboum 


William H. Eaglstein 
Arthur Z. Eisen 
Eugene Eisenberg 
Peter Elias 

Edward A. Emmett 
Patricia G. Engasser 
Marvin L. Engel 
Ernst Epstein 

Ervin Epstein, Jr. 
Ervin Epstein, Sr. 
John H. Epstein 
Norman N. Epstein 
William L. Epstein 
Nancy B. Esterly 
Mark A. Everett 
Paul Fasal 

Michael J. Fellner 


Rudolph L. Baer Thomas E. Carson Richard G. Devereaux Alexander A. Fisher 
William B. Baker William E. Carson Charles H. Dicken Thomas B. Fitzpatrick 
James W. Bard Joseph Castro Richard L. Dobson Nicholas J. Fiumara 
Vincent P. Barraneo William H. Chew Anthony N. Domonkos B. Allen Flaxman 
Samue! F. 3ean Marvin E. Chernosky Thomas E. Drake Raul Fleischmajer 


James H. bennett 
Ernst H. Beutner 
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Henry Chinn 
Herbert B. Christianson 


David J. Drutz 
Howard V. Dubin 


Donald Forbes 
Robert G. Freeman 
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Ruth K. Freinkel 
Alvin E. Friedman-Kien 
Phillip Frost 

Kimie Fukuyama 
James E. Fulton, Jr. 
Ramon M. Fusaro 
Seymour Gelfant 
Gerald A. Gellin 
William C. Gentry, Jr. 
Irma Gigli 

James N. Gilliam 
Leon Goldman 
Lowell A. Goldsmith 
Marc E. Goldyne 
Robert W. Goltz 

J. R. Goodman 
Richard S. Goodman 
Thomas F. Goodman 
Bernard I. Gordon 
Robert Gorlin 
Bernard Gottlieb 
James H. Graham 
Jerold Green 

Joseph Greenberg 
Francis S. Greenspan 
Kenneth E. Greer 
Michael Griffith 
Victor C. Hackney 
Carlyn J. Halde 
Kenneth M. Halprin 


George W. Hambrick, Jr. 


Jon M. Hanifin 
Leonard C. Harber 
E. Richard Harrell 
David R. Harris 
Ken Hashimoto 
Elson B. Helwig 
William J. Hennessey 
James H. Herndon, Jr. 
Paul Hirsch 

Joseph M. Hitch 
Niel Hjorth 

Axel W. Hoke 
Karen A. Holbrook 
W. Mage Honeyeutt 
Harry J. Hurley 
Arthur B. Hyman 
Allan E. Jackman 
Alvin H. Jacobs 
Paul H. Jacobs 

G. Thomas Jansen 
Michael Jarratt 
Josef E. Jelinek 

K. Jimbow 

Waine C. Johnson 
Edward W. Jones 
Henry E. Jones 
William P. Jordon 
Robert E. Jordon 


Marshall E. Kadin 
Guinter Kahn 
Marvin A. Karasek 
Donald Kay 

Robert E. Kellum 
John A. Kenney, Jr. 
Robert Kim 

C. Ward Kischer 
Sidney N. Klaus 
Albert M. Kligman 
John M. Knox 
Dennis D. Knutson 
Alfred W. Kopf 
Edward A. Krull 
Madeleine Landry 
Robert J. La Perriere 
Walter G. Larsen 
Gerald S. Lazarus 
John A. H. Lee 

Roy W. Leeper 

John A. Lenahan 
Norman E. Levan 
Walter F. Lever 
William R. Levis 

S. William Levy 
Charles W. Lewis 
Walter C. Lobitz, Jr. 
Lloyd H. Logan 
Allan L. Lorinez 
Luther B. Lowe 
Edmund D. Lowney 
Herbert Z. Lund 
Peter J. Lynch 
Howard I. Maibach 
Frederick D. Malkinson 
William Margaretten 
Janet Marks 

Ronnie Marks 

Mary Marples 
Darlene Martenson 
I. Ricardo Martinez 
Arthur W. Mayo 
Charles J. McDonald 
James McGinley 
John D. McGrae, Jr. 
William A. McLeod 
Amir H. Mehregan 
Charles Mendelsohn 
D. W. Menton 
Herbert Mescon 
Allan L. Metzger 
Beno Michel 
Richard Mihan 

Ellis N. Mitchell 
John C. Mitchell 
William Montagna 
Leo F. Montes 
Royal M. Montgomery 
J. Fraser Muirhead 
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Samuel L. Moschella 
George H. Muller 
Sigfrid A. Muller 
Vietor D. Newcomer 
Walter R. Nickel 
Thomas E. Nix, Jr. 
G. Richard O'Connor 
George F. Odland 
Richard B. Odom 
Edward O'Keefe 
Milton R. Okun 
Sidney Olansky 
Norman Orentreich 
Milton H. Orkin 
Frank Parker 

John Parrish 

David Paslin 
Franklin Pass 
Madhukar A. Pathak 
Roger W. Pearson 
Harold O. Perry 
Ted Phillips 

Peter E. Pochi 
Peter Pollat 

Paul S. Porter 

Vera H. Price 
Thomas T. Provost 
Nathan B. Rabhan 
Thomas H. Rea 
Allan G. Redeker 
Richard J. Reed 
William B. Reed 
Rees B. Rees 

John R. T. Reeves 
Sidney Riegelman 
Edward J. Ringrose 
John W. Rippon 
George Robson 
Gerald Rodnan 


Henry H. Roenigk, Jr. 


Roy S. Rogers III 
Troy G. Rollins 

E. William Rosenberg 
Russell Ross 

Harry L. Roth 
Stephen N. Rous 
Earl J. Rudner 
Andrew H. Rudolph 
Richard W. Sagebiel 
M. H. Samitz 

W. Mitchell Sams, Jr. 
Harley E. Schear 
William E. Schorr 
Michael M. Schreiber 
Arnold L. Schroeter 
Robert Schwartman 
Robert B. Scoggins 
Jerral S. Seibert 
Alan Shalita 


Howard Shapiro 
Lewis Shapiro 

Marty Shearn 

Inga Silberberg 

Sol Silverman 

J. Graham Smith, Jr. 
Leslie J. Smith, Jr. 
Steve Smith 

Diane S. Snyder 
Lawrence M. Solomon 
Solomon O. Solomon 
Keyoumars Soltani 
Lynn Spitler 

Willard D. Steck 

Sam J. Stegman 
Kenneth M. Stein 
Bernard Stone 
Frances J. Storrs 
Richard B. Stoughton 
John S. Strauss 
Marion Sulzberger 
Raymond R. Suskind 
Lewis Tanenbaum 
David Taplin 

James S. Taylor 

Jean Thivolet 
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John P. Tindall 
Frances Torrey 
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Denny L. Tuffanelli d 
K. B. Unger 

Jan B. VanDerMeer 
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Donald S. Waldorf 
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Robert Weinstein 
Katherine A. Wier 
Benjamin T. Wells 
William L. Weston 
Clayton E. Wheeler, Jr. 
Laurens P. White 
Isaac Willis 

J. Walter Wilson 

John F. Wilson 
Richard K. Winkelman 
Carl Witkop 

Victor H. Witten 

John Wolf, Jr. 
Anthony H. Woodward 
Klaus Wolff 

Kirk D. Wuepper 
Joseph Wybran 
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Tachyphylaxis to the Action of Topically 


A previously unrecognized pharmaco- 
logica! evert, acute »olerance to the vaso- 
constrictive action of topically applied 
glucocorticesteroids, has been discov- 
ered in huan skin. Thus, potent topical 
glucocorticesteroids will cause vasocon- 
striction when first applied to human skin 
but with subsequentapplications the pro- 
duction of vasoconssriction rapidly dimin- 
ishes. However, afte: a rest period of a few 
days, the same initial vasoconstrictive 
effect may be produeed again, but this will 
also disappear if the steroid is again 
continued topically. These observations 
have impor-ant appsications to optimum 
timing in the clinica: topical use of gluco- 
corticcstercids for maximum therapeutic 


advantage. 


his artze reperts the occurrence 

of acu-e tolerance to the vasocon- 
strictive a«tion of topically applied 
cortiecstercids when administered re- 
peatedly. Tais phenomenon, known as 
tachyphylaxis and easily demon- 
strated wih man> drugs (including 
catecholam nes), may give a clue as to 
how tepicaily applied corticosteroids 
cause vasoeonstricion. Also, it may 
possibly se-ve to explain a not-infre- 
quent patmnt complaint that their 
resporsiveress to new corticosteroids, 
although often masked at first, dimin- 
ishes with *onstan usage. 


MATEFIALS AND METHODS 


A numbe- of experiments on normal 
subjects wer? designed with the use of the 
vasocomstric or bioassay technique as pre- 
viously-deseribed'? amd by a new method in 
which no ecclusive dressings or open 
guards were used to cover or protect the 
application site. The experiments were 
carried out ky one irvestigator, and vaso- 
constriction responses were read by an 
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Applied Corticosteroids 


Anthony du Vivier, MB, MRCP, Richard B. Stoughton, MD 


independent trained observer. The degree 
of vasoconstrietion (blanching) is a subjec- 
tive visual assessment on the part of the 
reader and is determined on a graded basis 
where 0 is no blanching; 1, just detectable 
blanching; 2, definite but not maximum; 
and 3, maximum blanching.* 


Experiment 1 


This experiment demonstrated tachy- 
phylaxis and recovery after a four-day rest 
period. The corticosteroids used were 
0.1% triamcinolone acetonide in N,N-di- 
methylacetamide (DMAC) and 0.5% triam- 
cinolone acetonide in DMAC. Exactly 0.01 
ml of each was applied to one site on the 
volar aspect of each forearm of five sub- 
jects at 0, 4, 8, 24, 28, 32, 48, 52, 56, 72, and 
76 hours. There followed a rest period and a 
final application was made at 168 hours. No 
guards or occlusive dressings were used. 
Subjects followed their normal routine for 
clothing and bathing. The degree of vaso- 
constriction was noted at these times and 
also at 80, 96, 172, 176, and 192 hours. 

The results are tabulated as the average 
degree of vasoconstriction out of ten appli- 
cation sites from the five subjects of each 
corticosteroid concentration against time 
(in hours) as graphed in Fig 1. 

The corticosteroid used was fluocinonide 
(Lidex) cream. The experiment was con- 
ducted in an identical way except that the 
steroid was applied at 0, 8, 24, 32, 48, 56, 72, 
80, and 192 hours. Ten subjects were used 
and the blanching grades are the average 
of 20 applications of fluocinonide cream 
since both forearms are used in each 
subject. Readings were taken at these 
times and also at 96, 198, and 216 hours. 
The results are seen in Fig 2. 


Experiment 2 


This experiment demonstrated that the 
vehicle used alone caused neither vasocon- 
striction nor was responsible for the tachy- 
phylaxis. The corticosteroids used were 
0.1% triamcinolone acetonide in DMAC and 
0.5% triamcinolone acetonide in DMAC. 
Exactly 0.01 ml of the DMAC was applied 
to one site on the volar aspect of each 
forearm of five subjects at 0, 4, 8, 24, 28, 
and 32 hours and then 0.01 ml of the 


corticosteroid was applied topically to 
these sites without a guard at 48, 52, 56, 72, 
76, 80, and 96 hours. Readings were made 
at these times and also at 100 and 104 
hours. The results are shown in Fig 3. 


Experiment 3 


This experiment demonstrated that, 
although recovery from tachyphylaxis oc- 
curs after a rest period, tachyphylaxis can 
be induced once again. The corticosteroids 
used were fluocinonide cream and 0.1% 
triamcinolone acetonide in DMAC. 

The steroids were applied on alternate 
days at 0, 7, 48, 55, and 96 hours, followed 
by a rest period, and the steroids were 
reapplied at 168, 175, 216, and 233 hours. 
Readings were taken at 7, 24, 31, 48, 55, 72, 
79, 96, 103, 168, 175, 192, 199, 216, 223, 240, 
247, 264, and 271 hours. Ten subjects were 
used and each steroid was applied under an 
open guard. The results are shown in Fig 
4. 


RESULTS 


The results are tabulated graphi- 
cally. The vertical coordinate repre- 
sents the average degree (grade) of 
vasoconstriction observed in the appli- 
cation sites from all the subjects for 
each particular corticosteroid concen- 
tration. The horizontal coordinate 
represents time (in hours) and the 
application times of the corticoste- 
roids are indicated. 

Experiment 1 demonstrates the 
diminution of the vasoconstriction 
response to corticosteroids applied 
three times daily for four days (tachy- 
phylaxis) and the recovery of the 
response after a four-day rest period. 
It can be seen from the second experi- 
ment that it is not the vehicle alone 
but the corticosteroid that is respon- 
sible for the vasoconstriction and 
tachyphylaxis. The third experiment 
demonstrates tachyphylaxis to re- 
peated steroid applications, recovery 
with cessation of applications, and 
subsequent tachyphylaxis if steroids 
are applied repeatedly once again. 
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During these experiments, an ob- 
servation arbitrarily called the “ring 
effect" was observed. Thus, when a 
steroid has been applied to a site 
repeatedly and tachyphylaxis has oc- 
curred, if the steroid is then applied to 
a greater area than it had been pre- 
viously, vasoconstriction would occur 
around the margin of the central 
nonreacting skin, forming a ring. The 
peripheral area not having been 
primed by previously applied steroid 
had presumably not developed tachy- 
phylaxis. This effect could be a source 
of error in interpreting vasoconstric- 
tion bioassays if it is not recognized. 

A statistical evaluation of the re- 
sults using an analysis of variance 
substantiated the graphical evidence 
of tachyphylaxis by indicating at the 
1% level of significance that the effect 
of treatments are different at differ- 
ent times following the initial applica- 
tion. However, the significance level 
of the interaction factors of time, 
treatment, and subjects showed that 
the time courses of tachyphylaxis 
were somewhat different for differ- 
ent steroids and different subjects. 
Thus, in experiment 1 the maximum 
response (at 8 hours) to the application 
of 0.5% triamcinolone acetonide is 
significantly different at the 5% level 
from that of 0.1% triamcinolone 
acetonide. Also, 0.5% triamcinolone 
acetonide fails to give a peak response 
that is significantly different from 0 


at 52 hours whereas 0.1% triamcino- 
lone acetonide continues to give a 
significant peak response at the 5% 
level at 52 hours. It appears that the 
stronger the steroid the greater the 
degree of vasoconstriction produced 
initially, but tachyphylaxis occurs 
more quickly. 


COMMENT 


Tachyphylaxis has been known for 
many years. A typical demonstration 
of this was the diminished effect on 
blood pressure of the sympathomi- 
metic agent ephedrine injected in- 
travenously repeatedly in dogs.* The 
mechanism is now explained in terms 
of the release of norepinephrine from 
storage vesicles in the adrenergic 
nerve endings that attaches itself to 
receptors on the effector cell, causing 
vasoconstriction. Repeated stimula- 
tion by ephedrine caused norepineph- 
rine store depletion and the response 
diminished to 0. 

The exact mechanism of vasocon- 
striction produced by topically applied 
corticosteroids is not clear. Many 
workers have implied a relationship 
between norepinephrine and cortico- 
steroids. Fritz and Levine? showed 
that vasoconstriction by norepineph- 
rine in the mesoappendix of adrenal- 
ectomized rats did not occur unless 
adrenal cortical extract was applied 
topically. Solomon et alë demonstrated 
that orally given guanethidine, a nore- 


Fig 1.—Tachyphylaxis as demonstrated by thrice daily applica- 
tions of 0.5% (open circles) and 0.1% (closed circles) triamcino- 


lone acetonide in DMAC and recovery of vasoconstriction after 


four days without steroid. 
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$ Time of Application 


pinephrine antagonist, prevents topi- 
cally applied steroid vasoconstriction 
in normotensive subjects and suggest- 
ed that corticosteroids are capable of 
releasing norepinephrine from cuta- 
neous stores. Others suggest tkat 
norepinephrine is not the only factor 
involved. Reis’ showed that steroids 
have a local and primary effect on 
normal human bulbar conjunctival 
vessels as well as potentiating norevi- 
nephrine. Frank et alë showed that 
steroids suppress the vasodilation 
caused by such agents as histamine, 
alcohol, and bradykinin as well as 
potentiating norepinephrine. Wolf et 
al* reported in the modified hamster 
cheek pouch and in humans that topi- 
cally applied corticosteroids potentiat- 
ed catecholamine-induced  vasocon- 
striction, and because this effect was 
blocked by phentolamine but not by 
propanolol, they suggested this action 
might be through the increased sensi- 
tivity of a-adrenergic receptors. 

The demonstration of tachyphylaxis 
to topically applied steroids might 
suggest that they act indirectly by 
releasing endogenous norepinephrine 
from nerve storage vesicles in a 
similar way to ephedrine in the 
original dog experiments. They might 
also influence the metabolism of the 
neurotransmitter or its recapture by 
the vesicles after release. 

Alternatively, the steroid may act 
by attaching itself to a receptor site 


Fig 2.—Tachyphylaxis after twice daily application of fluo- 


cinonide with recovery after four days without treatment. 
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Fig 3.—EL MAC applied alone for 48 hours followed by 0.596 
(open circles) and C.196 (closed circles) triamcinolone acetonide 
in DMAC causes neither vasoconstriction nar is responsible for 
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Fig 4.—Alternate day application of fluocinonide (open circles) 
and 0.1% triamcinolone acetonide in DMAC (closed circles) 
under a guard showing that, although recovery from tachypny- 
laxis occurs after a three-day rest period, it can be induced once 
again. 


the tachypPylaxis. 


causing th= release of the intracellular 
mediators-«yclic adenosine monophos- 
phate or guanosine monophosphate 
and thus sause vasoconstriction. The 
latter is wrobably more likely (J. J. 
Voorhees, oral communication, 1974), 
since cycli adenosine monophosphate 
is generaly thought to be a dilator of 
smooth muscle," and there is some 
evidence mow that cyclic guanosine 
moncphoszchate is a vasoconstrictor 
and can be stimulated by a-receptor 
activity." This receptor site might be 
a specific receptor for each different 
steroid or a general receptor for all 
corticosteroids. It is well known that 
intradermally injected epinephrine 
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and norepinephrine cause vasocon- 
striction and pilomotion,? and it 
may be that the receptor site for 
corticosteroids and norepinephrine 
are the same, although we have never 
seen pilomotion with topical corticos- 
teroids. Finally, it is possible that 
corticosteroids affect cyclic adenosine 
monophosphate or guanosine mono- 
phosphate in the effector cell directly 
either by influencing its production or 
metabolism. 

It is difficult to know what the 
correlation is between vasoconstric- 
tion in the normal skin and the effi- 
cacy of a topically applied steroid in 
the diseased state. However, patients 
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frequently observe that they become 
resistant to a topically applied steroid 
after constant usage. Although there 
has never been any scientific evidence 
for this observation, it certainly could 
be explained in terms of tachyphy- 
laxis. On the other hand it is known 
that topically applied corticosteroids 
inhibit mitosis in normal" and dis- 
eased skin,^'* and it will be inter- 
esting to see whether tachyphylaxis 
occurs with regard to mitosis as it 
does with vasoconstriction. 
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Multiple Basal Cell Carcinoma 


and Internal Malignant Tumors 


Rigmor Méller, MD; Arne Nielsen, MSc; Flemming Reymann, MD 


One hundred ninety-six patients with 
multiple basal cell carcinoma were stud- 
ied to clarify the relationship between 
multiple basal cell carcinoma and internal 
malignant neoplasms. No substantial de- 
viations between the expected number 
and the observed number of cases of 
internal malignant neoplasms were 
found. 

On examination of patients who had 
histories of arsenic intake, a markedly 
high number of internal tumors were 
found in women but not in men. The 
figures are too low to prove that arsenic 
treatment can cause an increase in the 
incidence of internal malignant neoplasm, 
but they do indicate that more compre- 
hensive studies are needed. 


n a previous paper,' based on a col- 
laboration between the Danish 
Cancer Registry and the Department 
of Dermatology, Finsen Institute, we 
reported on the relationship between 
Bowen disease and internal malignant 
tumors. Other authors, particularly 
Americans, have stated that in their 
opinion there is a considerable in- 
crease in the incidence of internal 
malignant neoplasms in cases of Bow- 
en disease. On the basis of incidence 
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rates recorded by the Danish Cancer 
Registry, however, we were unable to 
confirm such an increase. 

The object of the present study was, 
with the use of the same procedure, to 
determine whether patients with mul- 
tiple basal cell carcinomas of the skin 
have an increase in the incidence of 
internal malignant tumors. At the 
same time, an attempt was made to 
clarify the role, if any, of earlier 
arsenic treatment. 


PATIENTS AND METHODS 


The study sample was comprised of 
patients who had multiple basal cell carci- 
nomas (two tumors or more per patient), 
who were treated in the Department of 
Dermatology, Finsen Institute, throughout 
the period from the spring of 1968 to the 
beginning of 1973. 

One hundred ninety-six patients were 
treated; 98 women and 98 men. The 
average age was 66 years. Twenty-four 
patients were below the age of 50 years, 
and 41 were between 51 and 60 years of 
age. 

A total of 1,100 basal cell carcinomas 
were removed, 53 of them from the limbs, 
433 from the body, and 624 from the head 
and the neck. 

Three patients had innumerable basal 
cell carcinomas, and these tumors are not 
included in the study sample, which, conse- 
quently, reflects the minimum. 

All patients were carefully checked 
throughout the experimental period. If any 
of the patients received treatment in other 


hospitals previously or during -he study 
period, discharge reports were requested 
from the departments that were involved. 

Seventeen patients died durimg the ex- 
perimental period, and copies of death 
certificates and autopsy reports, if any, are 
available for all these patients. 

The patients were traced ‘rom the 
records of the Danish Cancer Registry. All 
cases of internal cancer in Denmark that 
are treated by physicians are reported to 
this registry, and all death certificates, 
which are collected in another central 
register, are forwarded to the car-er regis- 
try. This procedure ensures a very high 
degree of accuracy in registratien (Clem- 
mesen’). 

For each patient, the lengtn of the 
observation period is calculated from tne 
first appointment for examination for 
multiple basal cell carcinomas in tne 
Finsen Institute to Jan 1, 1973, or to tae 
last follow-up examination, if this took 
place after Jan 1, 1973. The observation 
period is expressed as the nearest number 
of whole months. The length of the obser- 
vation period is classified according to the 
age and the sex of the patient anc is added 
to the observation periods for all other 
patients in the appropriate age and sex 
categories. The expected number of pa- 
tients with internal malignant neoplasms 
in the category will then be the product of 
this sum and the incidence rate of internal 
malignant neoplasms for the particular 
class. The incidence figures that were 
applied were the latest figures that were 
published by the Danish Cancer Registry 
for the period 1958 to 1962 for Copenhagen 
(Clemmesen‘). 
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RESULTS 


The number of patients that were 
observed, who had internal malignant 
neoplasms was six, and the corres- 
ponding expected number was 7.7. 
The deviation was not significant 
(P > .05). 

When the patients were classified 
according to sex, the numbers were 
two men ebserved against 4.5 expect- 
ed and 1 women, including two 
patients who had earcinoma colli uteri 
in situ, against 3.2 expected. 

The sit» and the number of the 
multiple »umors were considered in 
the calculations, but no trend was 
found, as shown in Tables 1 and 2. 


COMMENT 


We foand no evidence of an 
increase i1 the incidence of internal 
cancer in eases of Bowen disease,! and 
our fmdings are in agreement with 
clinieal exoerience. 

During our study, no increase was 
found in the ineidence of internal 


malignant neoplasms in patients who 


had multpie basal cell carcinomas. 
Likewise, zhis finding is in agreement 
with clinieal experience. We have not 
been able to find any systematic 
investigat ons of this problem. War- 
ren and Gatest and Lombard and 
Warren* save already reviewed the 
sparse literature that is available. On 
the basis »f their own investigations, 
these authors are of the opinion that 
there is = certain predominance of 
internal malignant neoplasms in pa- 
tients whe have cancer of the skin. 
The question as to whether or not a 
relationsmp exists between arsenic- 
induced kin cancer and internal 
malignant neoplasm is far more com- 
plicated. The literature on the carci- 
nogenic properties of arsenic is 
extremely comprehensive, and ex- 
haustive reviews of earlier works have 
been done by Beck* and by Ullmann.’ 
Of considerable interest, are the more 
recent observations that are reported 
by Somirers and MacManus,’ von 
Fierz* Yen et al,” and Cornelius and 
Shelley." It is a common character- 
istic ef these comprehensive clinical 
studies, taat the authors have not 
been able to present comparable 
normal series that might confirm the 
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Table 1.—No. of Patients With Internal Malignant Tumors in Relation to 
No. of Basal Cell Carcinomas 


Basal Cell 
Carcinomas Observed/Expected 


2to5 2/3.7 
25 0/0.8 
Total 2/4.5 


Observed /Expected 


Total, 
Observed/Expected 


5/6.3 
1/1.4 
6/7.7 


Women, 


3/2.6 
1/0.6 
4/3.2 





Table 2.—No. of Patients With Internal Malignant Tumors in Relation to 
Site of Skin Tumors 


Site of 
Basal Cell Men, 
Carcinomas Observed/Expected 


Head 2/3.1 
Head and trunk 0/0.6 
Trunk 0/0.3 


Head and 
extremities 


Trunk and 
extremities 0/0.1 
Extremities 
Head, trunk, and 
extremities 
Total 


0/0.2 


0/0.2 
2/4.5 


suspected relationship between an 
inerease in the incidence of internal 
cancer and the presence of arsenic in 
drugs, in insecticides (vineyards and 
tobacco plantations), and in water. 

Forty-five of the patients in our 
study, 32 women and 13 men, were 
treated with arsenic-containing prep- 
arations such as Fowler solution or 
arsenic trioxide in iron tablets. As 
would be expected, time of treatment 
and dosage of arsenic were vague, but 
presumably, the treatment had been 
given more than 25 years ago. Neither 
of the two male patients who had 
internal malignant neoplasms be- 
longed to this group; the expected 
number was 0.6. All four women who 
had internal malignant neoplasms had 
been treated with arsenic-containing 
preparations, and the expected num- 
ber was 0.6. The total of cases was 
four, against 1.2 expected. This devia- 
tion is significant with respect to the 
5% level, based on an assumption of 
Poisson distribution of the number of 
cases. 

Our results contradict an increase in 
the incidence of internal cancer in 
patients who have multiple basal cell 
carcinomas. On the other hand, the 
question as to whether intake of 
arsenic willl cause an increase in the 
incidence of internal malignant neo- 


Observed/Expected 


Total, 
Observed/Expected 


3/5.1 
3/1.1 
0/0.6 


Women, 


1/2.0 
3/0.5 
0/0.3 
0/0.2 0/0.4 


ps 0/0.1 
0/0.1 0/0.1 


0/0.1 0/0.3 





4/3.2 6/7.7 


plasms has not been answered. Our 
findings point to a need for a more 
comprehensive analysis that will be 
carried out during the forthcoming 
months. 
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Adamantinoid Basal Cell Epithelioma 


A Histological Variant 


Edward Lerchin, MD, Homayoon Rahbari, MD 


Twenty-three instances of a histological 
variant of basal cell epithelioma are pre- 
sented for the first time in the American 
literature, to our knowledge. This variant 
has been termed adamantinoid basal cell 
epithelioma because of its histological re- 
semblance to adamantinoma (ameloblas- 
toma) of the oral cavity. 


distinctive histological pattern 

of basal cell epithelioma, which 

has been termed “adamantinoide” in 

French publications, but which, to 

our knowledge, has not been de- 

scribed in American journals, is pre- 
sented. 

The term adamantinoid was used 
because of the similarity of this type 
of basal cell epithelioma to the den- 
tal ameloblastoma or adamantinoma. 
Adamantinoma is an epithelial tumor 
of the jaw thought to originate from 
the epithelial rests of Malassez or 
from other epithelial remnants of the 
developmental period of the enamel.’ 

We are reporting on clinical data, 
an overall histological pattern, and 
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histochemical findings of 23 cases of 
adamantinoid basal cell epithelioma. 


CLINICAL DATA 


On gross examination, adamanti- 
noid basal cell epithelioma cannot be 
distinguished from other types (Fig 
1). This variant also behaves clinically 
and biologically in a manner similar 
to other forms of basal cell epithe- 
liomas. It does not act more aggres- 
sively in local invasion of the con- 
tiguous tissues, and usual means of 
eradication of basal cell epitheliomas 
are similarly effective in the case of 
adamantinoid variant. 

Twenty-three cases were found in 
the file of 12,000 basal cell epithelioma 
cases in the Pinkus dermatopathology 
laboratory. Clinical data are summa- 
rized in Table 1. In 18 patients, the le- 
sions were located over the face, more 
specifically in the mid-face, around 
the eyes and the glabella. In five pa- 
tients, the growths were located over 
the trunk and extremities (Table 1). 


HISTOLOGICAL FEATURES 


In this type of basal cell epithe- 
lioma, as seen in hemotoxylin-eosin- 
stained paraffin-embedded sections, 
solid masses of basalioma cells are 
presented in the corium embedded in 
a fibrovascular stroma (Fig 2). The tu- 
mor masses are surrounded by a layer 
of cells in which the nuclei tend to 


palisade. Inside this layer, the tumor 
masses consist of cells with elon- 
gated nuclei and stellate cytoplasm 
stretched as thin, connecting bridges 
across empty spaces, producing the 
adamantinoid appearance (Fig 3). 
The cells are regular in size and show 
no abnormally large or multilobulated 
nuclei or mitotic division. Retraction 
spaces may be present between tne 
epithelial tumor masses and sur- 
rounding fibrous stroma. 


HISTOCHEMICAL FINDINGS 


The results of histochemical stains of 
adamantinoid basal cell epithelioma and 
adamantinoma are summarized in Table 
2. Sections from two cases of adamantinoid 
basal cell epithelioma were compared with 
sections from three cases of adamanti- 
noma. The reactions suggest that the evi- 
thelial cells of the adamantinema con- 
tained sialomucin, whereas the cells of 
the adamantinoid basal cell epithelioma 
showed positive reactions for the presence 
of hyaluronic acid, chondroitin sulfate, and 
glycogen. The stroma of these two tumors 
also differed histochemically. Reactions 
of the stroma of the adamantinoma sug- 
gested deposition of chondroitin sulfate, 
but that of the adamantinoid basal cell 
epithelioma suggested hyaluronic acid in 
addition to chondroitin sulfate. 


COMMENT 


With the exception of a brief men- 
tion of the adamantinoid basal cell 
epithelioma as one of the histopatho- 
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logical variants of basal cell epithe- 
liomas in A Guide to Dermatohistopa- 
thology, we were unable to locate any 
reference to this type of basal cell 
epithelioma in the American der- 
matopathology textbooks.*' 
Adamantinoma or ameloblastoma 





Fig 1.—Adamantinoid basal cell epithe- 
lioma: clinical presentation. 





Table 1.—Clinical Data of 23 Patients With 
Adamantinoid Basal Cell Epithelioma* 











Location 





















1/F/53 Lower area of left cheek 1 yr 

2/M/3E Left side of nose Several mo 

3/M/68 Side of nose 5yr 

4/M/63 Right eye, inner canthus 2 yr 

5/F/53 Right side of forehead 1 yr 

6/M/""S)s" Bridge of nose 

7/M/42 Right eye, inner canthus 2 yr 

8/M/. Deltoid area 

9/F/80 Face 2 mo 
10/M/. an S 
11/F/30 Right cheek 3 yr 
12/F/74 Left temple 10 yr 
13/M/47 Right eye, lower lid 2 mo 
14/4/64 Right ear Several yr 
15/F/82 Nose Several mo 
16/F/67 Right nasolabial fold Several yr 

Sacral area 3 yr 











Right cheek ar 
Recurrent 







19/M/.. Right occipital area 
20/-/40 Abdomen 

21/M/45 Posterior area of right knee 
49 EA... Lower lip 








23/M/78 


* All cases occurred in whites. 


Left eye, upper lid 








Fig 2 —Acamantinoid basal cell epithelioma, showing palisad- 
ing periphery, retraction, spaces, and stellate basaloid cells 
(hematoxylir-eosin, original magnification x 200). 






is the tumor of ameloblasts. Amelo- 
blast is a cylindrical epithelial cell in 
the inner layer of the enamel organ, 
which takes part in the elaboration 
of the enamel prism. The ameloblasts 
cover the dental papilla. Smith et al 
state that 

the adamantinoma or ameloblastoma is 
composed of round or angulated clumps of 
cells in a fibrous stroma. The cells at the 
periphery of the clumps are of the tall col- 
umnar type, with their long axis perpen- 
dicular to the mass of tumor cells. The en- 
closed cells are stellate-shaped. Frequently 
areas of keratinization and cystic degener- 
ation are noted in the clumps. 

The adamantinoid basal cell epithe- 
lioma was noted and titled by Mas- 
son.'* Civatte," in a more recent 
publication, discussed the different 
histological types of basal cell epithe- 
lioma and quoted Masson on the "évo- 
lution adamantinoide" of basal cell 
epithelioma: "The edematous aspect 
of the tumor with the peripheral cells 
preserving their pallisading and the 
deeper cells partly dissociating yet 
reuniting by their anastomotic pro- 
longations, forming a stellate shape 
... Between the cells there is a liquid 
somewhat albumin-like and mucicar- 
minophil.” 

In observing the stellate cells of the 
adamantinoid basal cell epithelioma, 
we first had to convince ourselves 
that this typical picture is not a mere 
degenerative transformation of cells, 
since this stellate form is also seen in 
degeneration of cells. Favre et al? also 
addressed themselves to this problem. 


Fig 3.—Adamantinoid basal cell epithelioma. Details of stellate 
basaloid cells and intercellular connections shown in Fig 2 
(hematoxylin-eosin, original magnification x 400). 
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In their discussion of transformations 
of the cells of the basal cell epithe- 
liomas and Masson’s “adamantinoide” 
basal cell epithelioma, they state: 
“The stellar aspect is not always a 
degenerative feature, the degenera- 
tive process can not be confirmed un- 
less the cells and particularly the 
nuclei are manifestly altered.” They 
continue: "We have observed groups 
of cells of this tumor whose epithelial 
cells are completely active, present- 
ing a stellar form and forming a 
cribriform picture of cell groups and 
vacuoles, where the secretions of un- 
known nature as yet, accumulate." 
Our studies here have helped eluci- 
date the nature of these secretions. 
We also believe that the cells that are 
active in production of hyaluronic 
acid and chondroitin sulfate, such as 
we have observed in the basaloid cells 
and the stroma of the adamantinoid 
basal cell epithelioma cannot be called 
degenerating cells in the process of 
destruction and dissolution. 


l. Masson P: Derives tegumentaires de 
lepiblaste, in Tumeurs humaines: Histologie 
diagnostics et techniques, ed 2. Paris, Librairie 
Maloine, Societe-Anonyme D’Editions Medicales 
et Scientifiques, 1956, chap 2, p 337. 

2. Dorland's Illustrated Medical Dictionary, 
ed 23., Philadelphia, WB Saunders, 1957, p 32. 

3. Pinkus H, Mehregan AH: Basal Cell 
Epithelioma and Adenocarcinoma; A Guide to 
Dermatohistopathology. New York, Appleton- 
Century-Crofts, 1969, p 457-458. 

4. Montgomery H: Epithelial Neoplasms: Der- 
matopathology. New York, Harper & Row Pub- 
lishers Inc, 1967, p 923-940. 
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Table 2.—Histochemical Comparison of Adamantinoma and 
Adamantinoid Basal Cell Epithelioma 


Adamantinoid Basal 


Adamantinoma 


Epithelium Stroma Epithelium 


Cell Epithelioma 
Stroma 


Alcian blue-PAS 
Hyaluronidase-Alcian blue-PAS 
Aldehyde fuchsin 

PAS 

Diastase-PAS 





* All stains were done according to the procedures outlined in Pinkus and Mehregan? op 


57-64. 


It is generally accepted? that basal 
cell epithelioma arises from the plu- 
ripotent cells of the epidermis and cu- 
taneous adnexa. It is also stated" 
that basal cell epithelioma does not 
develop in mucous membranes and it 
is not found in the facial cavities. The 
morphological and some histochemi- 
cal similarities of the adamantinoid 
basal cells, and adamantinomas are 
not enough to relate these tumors to a 
larger extent than mere superficial 
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similarities of appearance. The dif- 
ferences between these two tumors 
lead us to believe that there is 
no phylogenetic relationship between 
adamantinoma and the basal cell 
epithelioma of adamantinoid variety. 
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Basal Cell Carcinomas and 


Basal Cell Carcinoma-like Changes 


Overlying Dermatofibromas 


LTC Detlef K. Goette, MC, USA, Elson B. Helwig, MD 


Three paients had pigmented nodular 
basal cell carcinomas overlying derma- 
tofibromas ard 19 patients had basal cell 
carcinema-ike changes. We agree with 
the view generally neld that acanthosis, 
pseudoepithetiomateus hyperplasia, ba- 
sal cell bucidings, and hair follicle-like 
proliferatiors of basal cells represent 
reactive charges of a spectrum of epi- 
dermal alterations overlying dermatofi- 
bromas. Contrary tc the general opinion, 
however, we believe that basal cell carci- 
noma-like changes, superficial multicen- 
tric basal ce!! carcinomas, and nodular 
basal cell carcinomas represent neo- 
plastic-charges of such a spectrum. 


wipe th» first description of ep- 
idermal proliferations overlying 
dermatofibromas by  Biberstein,’ 
controvers7 has amisen as to their re- 
active or neoplastic nature. Some 
authors recegnized these epidermal 
changes as “hair germ-like” prolifera- 
tions" or as being pseudoepithelio- 
matous,'^ while others labeled them 
"basaliomz-like"" or basal cell carci- 
nomas. Sehoenfeld’ speculated that 
the wide spectrum of epidermal 
changes reflected the pluripotential- 
ity of the epidermal cell and con- 
cluded that they were “entirely be- 
nign.” Ths concept apparently was 
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influenced by the absence of reports 
of unequivocal basal cell carcinomas 
associated with dermatofibromas. 

In this report, we shall describe 
three cases of nodular pigmented ba- 
sal cell carcinoma and 19 of basal cell 
carcinoma-like changes overlying 
dermatofibromas. The cases herein 
described have been collected from 
the files of the Armed Forces Insti- 
tute of Pathology. The material was 
contributed by military, Veterans 
Administration, and civilian patholo- 
gists during a period of 22 years. 


REPORT OF CASES 


Case 1.—A 40-year-old man had an occa- 
sionally tender, 10x 13 mm, bluish, firm le- 
sion on the anterior part of his chest wall 
for an undetermined period of time. The 
clinical impression of a malignant mela- 
noma led to excision by wide margin. 

A hematoxylin-eosin-stained section 
showed a middermal dermatofibroma of 
the sclerosing hemangioma type (Fig 1 and 
2). Overlying it were several large well-cir- 
cumscribed islands of basophilic round-to- 
oval cells with peripheral palisading iso- 
lated in the upper dermis or connected 
with the epidermis. No desmosomal con- 
nections were seen. The Fontana stain 
demonstrated varying amounts of melanin 
in the tumor islands, the larger ones show- 
ing peripheral retraction spaces. 

Case 2.—A 44-year-old woman had noted 
an asymptomatic dark lesion 1.4 cm in 
diameter on her left leg for approximate- 
ly 10 years. The lesion was excised as a 
hemangioma. 

The hematoxylin-eosin-stained sections 
showed a large sclerosing hemangioma 
(Fig 3) occupying almost the entire dermal 
thickness. Overlying were well-defined 
large islands of round-to-oval basophilic 
zells without desmosomal connections vis- 


ible on light microscopy. Peripheral pali- 
sading and retraction spaces were promi- 
nent, as were accumulations of melanin 
and cystic degeneration within the tumor 
nodules, some of which connected to the 
epidermis. Focally, frond-like prolifera- 
tions of basophilic cells with a peripheral 
palisading arrangement projected from 
the Malpighian layer into the upper der- 
mis. They were reminiscent of hair fol- 
licles. 

CasE 3.—A 46-year-old woman had an 
asymptomatic bluish "nevus" measuring 1 
em excised from her left shoulder. The le- 
sion had been present for many years. 

The hematoxylin-eosin sections of skin 
showed a large dermatofibroma and over- 
lying it several nodules isolated or con- 
nected with the epidermis (Fig 4). They 
were composed of oval to elongated ba- 
sophilie cells without visible desmosomal 
connections and showed peripheral pali- 
sading, occasional areas of central degen- 
eration, retraction spaces, and accumula- 
tions of melanin as determined by the 
Fontana stain. 

In addition to three nodular basal cell 
carcinomas situated over dermatofi- 
bromas, we found 19 other cases (Table) 
with a spectrum of epidermal changes 
reminiscent of hair germ-like prolifera- 
tions of basal cells (Fig 5), "early" basal 
cell carcinomas (Fig 6), and superficial 
multicentric basal cell carcinomas (Fig 7). 
Eighteen patients for whom adequate data 
were available were white. Twelve were 
men and six were women. The average aze 
at the time of removal of the lesion was 44 
years for the male and 46 years for the fe- 
male group. Generally, the lesions had been 
present for many years, were largely 
asymptomatic, and had not ulcerated. 

In 11 patients, the dermatofibromas oc- 
curred on the lower extremities (60%); in 
four, on the shoulder (23%); in two, on the 
upper extremities (11%); and in one pa- 
tient, on the ear (6%). 
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Fig 2.—Enlargement of portion of Fig 1 (AFIP negative 
lying a dermatofibroma (case 1) (AFIP negative 74-6356; 74-6356;  hematoxylin-eosin, original magnification 
hematoxylin-eosin, original magnification x 42). x 100). 


Fig 3.—Nodular pigmented basal cell carcinoma overlying a 
dermatofibroma (case 2) (AFIP negative 74-6353; hematoxy- 
lin-eosin, original magnification X 42). 
Fig 4.—Nodular pigmented basal cell carcinoma overlying a 
dá dermatofibroma (case 3) (AFIP case 1284811; hematoxylin-eosin, 
original magnification x 60). 
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Fig 5.—Hai 


germ-like proliferations of basal cells 
overlying a cermatofibroma (AFIP negative 74-6358; 





hematoxylin-eosin, original magnification x 60). 


6454; 
x 60). 


hematoxylin-eosin, original 


The clinical diagnosis of dermatofi- 
broma was made in only five cases. Clinical 
impressions such as nodule, lesion, and 
lump were cemmon. 


COMMENT 
Dermatoübromas and their histo- 
logie variants of histiocytoma and 
sclerosing hemangioma are com- 
monly observed to have overlying 
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Fig z.—Superficial multicentric basal cell carci- 
noma averlying a dermatofibroma (AFIP Negative 74- 
magnification 


epidermal acanthosis (Fig 8), occa- 
sionally pseudoepitheliomatous hy- 
perplasia, rarely hair follicle-like pro- 
liferations, and very rarely basal cell 
earcinoma-like epidermal prolifera- 
tions.** Only one report’ was found of 
a well-documented basal cell carci- 
noma probably differentiating toward 
a hair follicle. 
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Fig 6.—Early basal cell carcinoma overlying a dermatofibroma (hematoxylin- 
eosin, original magnification x 60). 


Fig 8.—Epidermal acanthosis overlying a dermatofibroma (hematoxylin- 
eosin, original magnification X 42). 


To our knowledge, this communica- 
tion is the first to describe nodular 
pigmented basal cell carcinomas over- 
lying dermatofibromas. These oe- 
curred on the chest, leg, and shoulder 
of three white patients whose ages 
were 40, 44, and 46 years, respee- 
tively; all the lesions had been pres- 
ent for many years. They had been 
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Clinical Data on 22 Patients 


Case No./ 


Sex/Age, yr Location 


Clinical Impression 


Nodular Basal Cell Carcinoma Overlying Dermatofibromas 


1/M/40 Chest 
2/F/44 Leg 
3/F/46 Shoulder 


Melanoma 
Hemangioma 
Nevus 


Basal Cell Carcinoma-Like Changes Overlying Dermatofibromas 


1/M/47 Shoulder 
2/M/37 Leg 
3/F/56 Leg 
4/M/30 Leg 
5/F/52 Leg 


6/M/55 Ear 


7/F/38 Shoulder 
8/M/55 Leg 
9/?/? ? 
10/M/36 Shoulder 
11/M/32 
12/M/? 
13/M/? 
14/F/55 
15/F/35 
16/F/37 
17/M/20 Shoulder 
18/M/52 Leg 
19/M/72 Leg 


clinieally misdiagnosed as melanoma, 
hemangioma, and nevus, respectively, 
perhaps because of their bluish color. 
Their histologic characteristics were 
the same as those of nodular pig- 
mented basal cell carcinoma. 

Histopathologic changes of super- 
ficial basal cell carcinoma-like and 
hair germ-like epithelial prolifera- 
tions overlying dermatofibromas 
were seen in ten or our cases and 
were often present adjacent to each 
other on the same microscopic section. 

The clinical data of our series with 
respect to age of patient and to du- 
ration, size, and anatomic location 
of the tumor correspond well with 
Niemi's? study of benign fibro- 
histiocytic tumors of the skin. With 
regard to sex incidence, our data are 
biased, as the series is based on a 
predominantly military population. 
Niemi” found a female predominance 
of 80% in her study. 

The various histologic patterns of 
acanthosis, pseudoepitheliomatous hy- 
perplasia, and superficial basal cell 
carcinoma-like or hair germ-like pro- 
liferations have been publicized in 
previous reports^* and have caused 
controversy as to their reactive or 
neoplastic nature." Overwhelm- 
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Fibroma 
Dermatofibroma 
Lesion 

Nodule 
Granuloma 
Dermatofibroma 
Lesion 
Dermatofibroma 
Dermatofibroma 
Lump 

Nevus 

Nevus 

? 

Cutaneous horn 
Nodule 

? 

Scar 

Lesion 
Squamous cell carcinoma 


ingly, these reports favored be- 
nignity of the epithelial changes, 
which, according to Schoenfeld,’ il- 
lustrated the pluripotentiality of the 
epidermis and were entirely benign.” 

Regarding the cause of the epi- 
dermal changes overlying dermatofi- 
bromas, Pinkus" attributes a major 
role to the connective tissue, a hy- 
pothesis that is supported by trans- 
plantation experiments of Van Scott 
and Reinertson,? who performed iso- 
grafts of basal cell carcinoma success- 
fully with adherent stroma but en- 
countered squamous differentiation 
when basal cell carcinoma without 
supporting stroma was transplanted. 
Despite these valuable experimental 
observations, the causative mecha- 
nism of the epidermal alterations 
overlying dermatofibromas is elusive. 


CONCLUSION 


A multitude of epidermal changes 
can be found overlying dermatofi- 
bromas. They comprise acanthosis, 
pseudoepitheliomatous hyperplasia, 
hair germ-like proliferations, su- 
perficial basal cell carcinoma-like 
changes, superficial multicentric ba- 
sal cell carcinomas, and nodular basal 
cell carcinomas. In view of the great 


variety of alterations, it seems appro- 
priate to consider them according to 
Schoenfeld’ as a spectrum and as an 
expression of the pluripotentiality of 
the epidermis. We do not agree, how- 
ever, with his concept that these 
changes are “entirely benign.” 

In light of our findings, we be- 
lieve that the spectrum of epidermal 
changes overlying dermatofibromas 
extends from reactive changes such 
as acanthosis, pseudoepitheliomatous 
hyperplasia, basal cell buddings, and 
hair follicle-like proliferations to neo- 
plastic changes such as basal cell 
carcinoma-like change, superficial 
multicentric basal cell carcinoma, and 
nodular basal cell carcinomas. The 
paucity of reports of nodular basal 
cell carcinomas overlying dermatofi- 
bromas probably reflects the rarity 
of their occurrence. The scarcity of 
clinically ulcerating lesions overlying 
dermatofibromas would support this 
hypothesis and suggest a less aggres- 
sive biologic behavior when epidermal 
neoplastic changes occur in associa- 
tion with this dermal tumor. 
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Allergic Contact Dermatitis 


to Underwear Elastic 


Chemically Transformed by Laundry Bleach 


William P. Jordan, Jr., MD, Manuel C. Bourlas, MS 


Six subjec-s. allergic to the elastic in 
their unéergements, were patch test-neg- 
ative to the mubber components and new 
elastic from the suppliers. However, 
washinc the rubber with sodium hypo- 
chlorite gave the subjects allergic re- 
sponses duete the effect of bleach on the 
rubber acceserator, zinc dibenzyldithio- 
carbamate(ZDC). To identify the allergen, 
ZDC wes reacted with the sodium hypo- 
chlorite. anc the resultant gum was ex- 
tracted with diethyl ether. Eight com- 
pounds wer= identified in the reaction 
mixture by Gas chromatography-mass 
spectrometry. The individual components 
were tested on volunteers after sensi- 
tization ‘to the reaction mixture was pro- 
duced in 14-0! 25 volunteers. One com- 
ponent, N,h-dibenzylcarbamyl chloride 
produced am allergic response in each 
sensitized velunteer. 
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Pros are now acutely aware 
of desired and adverse drug re- 
actions occurring because two or more 
drugs interact. Investigators of cuta- 
neous allergy have been aware of the 
possibility that unknown haptenes 
could be generated in a product by 
the interaction of component chem- 
icals or formed because of interaction 
with an extrinsic substance. Over- 
whelmingly, the allergens that have 
been responsible for allergic contact 
dermatitis are due to chemicals that 
naturally occur, or are deliberately in- 
corporated, in the sensitizing mate- 
rial. 

Six patients having dermatitis lim- 
ited to the areas of contact by the 
elastic rubber in their underwear 
were examined during 1973. The first 
patient was patch test-positive to the 
rubber from his underwear and patch 
test-negative to a sample of new elas- 
tic from the manufacturer. Thirty of 
the common rubber accelerators and 
antioxidants used in the rubber in- 
dustry were negative on patch test- 
ing. Following the lead that his wife 
used large amounts of bleach in her 
laundry, we were able to demonstrate 
that two samples of underwear elas- 
tic would evoke strong positive patch 
tests if incubated in water containing 
30% commercial bleach. Another elas- 
tic sample, from a different supplier, 
treated in the same manner was neg- 
ative on patch testing. Control sub- 
jects were not positive to the samples 


evoking positive responses in the pa- 
tient. Five additional patients with 
clinical findings of elastic dermatitis 
were found to be allergic to different 
samples of bleached rubber and not to 
others. These patients were also 
patch test-negative to all the routine 
rubber chemicals in the diagnostic 
patch test tray. 

This investigation was conducted 
to determine what material in the 
rubber was affected by the laundry 
bleach and what compounds were 
formed by this chemical reaction tak- 
ing place in the washing machine. 


SUBJECTS AND METHODS 
identification of Ingredient 
Affected by Sodium 
Hypochlorite Bleach 


Three specially formulated rubber sam- 
ples were made by one of the rubber manu- 
facturers. Each sample contained only one 
of the three chemical additives normally 
used in the finished product. A natural and 
a synthetic rubber were constant in each 
sample. Before patch testing, the rubber 
samples were incubated in a bleach solu- 
tion (30% bleach in water) at room tem- 
perature for 48 hours. Each sample was 
then rinsed for 15 minutes. 

Fifteen-gram samples of the rubber 
additives zinc dibenzyldithiocarbamate 
(ZDC), dibenzothiazy! disulfide, and di- 
betanapthyl-p-phenylenediamine (commer- 
cial grades) were perfused with the bleach 
solution for one hour by pouring the solu- 
tion slowly through a glass funnel contain- 
ing filter paper (#2 Whatman filter pa- 
per.) The bleached powders were then 
rinsed for 5 minutes by pouring tap water 
through the funnel. The powders were in- 
corporated into petrolatum alba to make a 
29, ointment of each for patch testing. 
Five of six patients were patch tested to 
both bleached formulated samples and 
chemicals suspended in petrolatum alba. 
Nonbleached controls of each item were 
tested simultaneously. Patch testing of the 
ointments was done according to estab- 
lished methods.’ 


identification of Allergens 
and Compounds Formed by 
Reaction of Bleach With ZDC 


Fifty milliliters of commercial laundry 
bleach (5% sodium hypochlorite in water) 
was added to 5 gm of ZDC, and the result- 
ant mixture was extracted three times, 
each with 20 ml of diethyl ether. The 
combined ether extracts were dried over 
anhydrous magnesium sulfate. The aller- 
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Polyisoprene 
Dibetanapthyl 


Pale Crepe 
Polyisoprene 

Dibenzothiazyl disulfide (1%) 
Pale Crepe 

Polyisoprene 

Zinc dibenzyldithiocarbamate (2%) 








Dibetanapthyl-p-phenylenediamine 
Dibenzothiazyl disulfide 
Zinc dibenzyldithiocarbamate 


Table 1.—Results of Patch Testing Rubber Additives 


Compounded Rubber Samples Unbleached Bleached* 
Pale Crepe 


-p-phenylenediamine (1%) 


Rubber Additives (2%) in Petrolatum Alba 

























* Full-strength commercial bleach (5% sodium hypochlorite in water) was diluted to 


30% in water. 
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Gas chromatogram of ZDC-bleach reaction in ether. 


genicity of this reaction mixture was 
confirmed by strong positive responses in 
all of the four patients tested. Twenty-five 
controls had negative responses. This mix- 
ture was analyzed on a gas chromatograph 
(Varian Aerograph Series 2700) equipped 
with a flame ionization detector. The % 
inch X 6 feet column packing consisted of 
2% Dexil on Gas-Chrom X (80-100 mesh). 
The injection and detector temperatures 
were set at 250 C while the column tem- 
perature was programmed from 100 C to 
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290 C at 4 C per minute. Combined 
gas chromatography-mass spectrometry 
(GC/MS) was utilized for identification of 
the individual components. 

Three of the components identified were 
not commercially available, and two of 
these were synthesized in our laboratory. 
Benzaldehyde-N-benzylimine was pre- 
pared by mixing equal molar amounts of 
benzaldehyde and benzylamine (both in 
dioxane) over molecular sieves, After stir- 
ring for 48 hours, the solvent was removed 


and a viscous yellow liquid resulted. In- 
frared (IR), nuclear magnetic resonance 
(NMR), and mass spectrometry (MS) were 
used for structural proof. N N-dibenzyl- 
carbamyl chloride was prepared by adding 
à benzene solution of 0.025 mol of phosgene 
to 0.05 mol of N,N -dibenzylamine dissolved 
in benzene. After stirring for 24 hours, the 
N,N-dibenzylamine hydrochloride was fil- 
tered and the benzene removed from the 
solution. The viscous oil was distilled and 
the N,N-dibenzylearbamyl chloride was 
collected at 171 C at a pressure of 0.1 mm 
Hg; IR, NMR, and MS data corresponded 
to the structure. The third commereially 
unavailable component was not synthe- 
sized and therefore not patch tested as a 
single component. 


Sensitization for Component Testing 


The reaction mixture in ether was ap- 
plied to 25 human volunteers to test its 
component parts on those sensitized. Writ- 
ten consent was obtained after the purpose 
of the sensitization test was explained. A 
Square patch containing 0.1 ml of the mix- 
ture was applied to the upper arm of each 
volunteer for ten consecutive 48-hour in- 
duction periods. Pressure-sensitive adhe- 
sive tape (Dermicel Tape, Johnson and 
Johnson, New Brunswick, NJ) was used to 
reenforce the patch. Following a two-week 
rest period, each man was challenged in 
the same manner with a single 48-hour 
patch test. Fourteen of 25 subjects were 
sensitized to the mixture. Only seven of 
the 14 subjects sensitized were used to 
screen each of the major components of 
the mixture because repeated testing of 
the components might be required to de- 
termine a true allergic response, and re- 
peated testing could induce a broadening 
of the allergic base. This would obscure the 
identity of the inciting compound if one 
existed. One of the authors (W. P. J.) did 
develop an allergy to a component during 
repeated irritancy testing, indicating that 
allergy might also be induced to a compo- 
nent not responsible for the original sensi- 
tization. The remaining sensitized subjects 
were used only to confirm the findings on 
the first group. 


RESULTS 
Rubber Additive Affected 
by Sodium Hypochlorite 


The rubber accelerator ZDC was 
clearly shown to be the component of 
the rubber affected by laundry bleach 
(Table 1). Five patients gave a ler- 
gic responses to bleached ZDC in the 
rubber sample and as an isolated 
compound in petrolatum alba. Non- 
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Approxi Responses 
mate % of Subjects 
in Means of Patch Test Sensitized 
Compounds Mixture“ identification? % in Ether to Mixture 
Benzy! caloride 4.3 MS, GC-R 0.01, 0.1 0/7 
Benzaiddhyde 4.3 MS, GC-R 0.1, 1.0 0/7 
Benzonitile (phenyl 
eyanic) 0.5 MS, GC-R 0.01 0/7 
Benzy! isothiocyanate 1.4 MS, GC-R 0.1 0/7 
Dibenzy mine 5.1 MS, GC-R 0.1, 1.0 1/7 
Benzaldenyde-N-ben- 
zylimime 12.0 MS, GC-R 0.1, 1.0 0/7 
N.N-dibemzvlcarbemyl 
chlorics 8.2 MS, GC-R 0.01, 1.0 14/14 
N.N-dibenzylforma mide GC/MS Not tested 








* Percent əf component in mixture is based on peak area of eight major compounds; per- 
centages do net reflect concentrations of components in mixture used for sensitization. GC 
response and peak areas of smaller components have been neglected. 

+ MS is mess spectrometer; GC-R, gas chromatographic retention time; GC/MS, gas 


chrom:stogreohy-mass spectrometry. 


bleached cantrol samples were nega- 
tive. The =xth patient was also posi- 
tive to bleached ZDC in rubber and 
petrolatum alba but this patient was 
not tested te the other bleached and 
unbleachec additives in Table 1. 


Compenents of ZDC-Bleach 
Reaction 


Gas chromatographic separation of 
the mixtu-e is shown in the Fig- 
ure. The G 2/MS identification of five 
components was verified by compar- 
ing the CC retention times and 
mass spectra with those of commer- 
cial samples (benzyl chloride, benz- 
aldehyde, t=nzonitrile, benzyl isothio- 
cyanate, end dibenzylamine). Two 
other compeunds in the mixture, N,N- 
dibenzylcambamyl chloride and benz- 
aldehyde l-benzylüimine, were veri- 
fied by comparing their mass spectra 
and GO re-ention times in the mix- 
ture with the compounds synthesized 
in the laberatory. These compounds 
and the ap»roximate percent formed 
in the mixture are given in Table 2. 


Patch Testing ef Components 


Table 2 zlso shows the patch test- 
ing results -n the experimentally sen- 
sitized subj cts. One of the seven sub- 
jects in tae group used for full 
component -esting had an allergic re- 
sponse to libenzy:amine. All seven 
subjects weve strongly patch test-pos- 
itive to N,N-diberzylearbamyl chlo- 
ride and seven controls were patch 
test-negati-e. All seven of the re- 
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maining subjects sensitized to the 
ether mixture (unexposed to full com- 
ponent testing) also had positive 
patch tests to this compounc. Two of 
the original patients volunteered for 
testing with this compound and were 
positive. 


COMMENT 


Laundry bleach (sodium hypochlo- 
rite) greatly affects the rubber accel- 
erator ZDC. One of the eight major 
reaction products, N,N-dibenzylcar- 
bamyl chloride, was found to be a 
strong allergen and is undoubtedly 
responsible for the allergic dermatitis 
that results from bleaching elastic 
material in the washing machine. The 
adrenergic blocking agent, dibenzyla- 
mine (positive in two patients and 
one experimental subject), and benz- 
aldehyde N-benzylimine (positive in 
one patient) play a minor role by com- 
parison. The positive responses to 
these compounds could represent in- 
dependent sensitization, but the idea 
that they are cross reactions due to 
dibenzylchloroformate sensitivity is 
favored. Some of the commercially 
available components of the reaction 
are known irritants and sensitizers. 
Benzonitrile (phenyl cyanice) is a 
highly toxie compound. One of us 
(W. P. J.) developed an allergy to ben- 
zyl chloride in addition to the primary 
sensitizer while screening the compo- 
nents for irritancy. N,N-cibenzyl- 
formamide was not synthes:zed but 
was eliminated as a significant source 


of allergy by indirect means. The re- 
action mixture used in the sensi- 
tization was hydrolyzed with 10% sul- 
furic acid in methyl alcohol for 24 
hours at room temperature. Gas chro- 
matography showed the absence of 
N,N-dibenzylearbamy! chloride and 
the appearance of its esterification 
product, which was verified by MS. 
N,N-dibenzylformamide was not af- 
fected by hydrolysis. Patch testing 
with this mixture abolished the re- 
sponses in five of seven subjects. The 
remaining two subjects had only 
equivocal responses. 

The synthesis of N,N-dibenzylcar- 
bamyl chloride with the use of phos- 
gene will severely limit its avail- 
ability for testing suspected cases; 
therefore, testing with the complete 
reaction mixture is the most practical 
method to establish this diagnosis. 
The mixture can be made as described 
in the section on allergen and com- 
pound identification. The three ether 
extractions are combined after ZDC 
and bleach have reacted for six hours. 
After drying with magnesium sul- 
fate, the combined ether extracts are 
placed in an ordinary serum bottle 
and stored in the freezer when not in 
use. The fluid level must be carefully 
observed for evaporation. Controls 
are mandatory with each testing. 

The criteria establishing a bleached 
ZDC dermatitis is a positive patch 
test to the reaction mixture and a 
negative response to ZDC (296 in pet- 
rolatum alba) and the other carba- 
mates (Carba mix). A presumptive 
diagnosis can be made if the patient 
is patch test-positive to rubber from 
his underwear and negative to the 
four rubber mixes currently tested. 
The treatment is simple; the patients 
must buy new underwear and no 
bleach should be added to the wash. 
All of these patients have remained 
free of this dermatitis without chang- 
ing to other brands of underwear. 


Charles M. Caravati, Jr., MD, diagnosed and 
referred one of the patients. 
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Miconazole Therapy for 


Endemic Fungal Disease 


James E. Fulton, Jr., MD, PhD 


Miconazole nitrate (2.0%) cream was 
evaluated in the treatment of endemic 
dermatophytosis in an overcrowded pris- 
on. The active drug was compared in a 
random double-blind study with its control 
vehicle in the treatment of 99 inmates who 
had moderate to severe symptomatic dis- 
ease. Tinea cruris and tinea pedis caused 
by Trichophyton rubrum predominated, 
although Trichophyton mentagrophytes 
and Candida albicans were also isolated 
and identified. Prompt clinical clearing 
occurred in 75.5% of those treated with 
miconazole versus 12.0% of those treated 
with the vehicle alone. Results of myco- 
logical examination closely paralleled 
and confirmed these clinical results. 


qoe the usual heat and humid- 
ity of Southern Florida, the 
chronic overcrowding of the local 
prison facilities leads to an annual 
summer surge in the incidence of se- 
vere symptomatic infections of the 
groin or feet or both in the male in- 
mate population. This focal endemic 
dermatophytosis provided an ideal 
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opportunity in 1972 to assess the clin- 
ical efficacy of a new broad-spectrum, 
topically administered antimicro- 
bial—miconazole nitrate. The drug 
has been available to physicians in 
Kurope since 1971 and is the subject 
of impressive clinical reports of rapid 
effectiveness in the treatment of der- 
matophytosis and both vaginal and 
cutaneous candidiasis. Its clinical 
evaluation in the controlled environ- 
ment of the prison setting seemed an 
appropriately severe test of the drug. 


PATIENTS AND METHODS 


Criteria for entry into the study in- 
cluded a moderate to severe symptomatic 
disease that was clinically compatible with 
either a dermatophyte or Candida cutane- 
ous infection, and the demonstration of 
fungal hyphae or budding yeast on potas- 
sium hydroxide (KOH) examination. At 
the time of initial examination, a derma- 
tophyte test medium was inoculated for 
isolation and identification of the patho- 
gen. 

The extent and severity of the signs and 
symptoms were noted and photographs 
taken of representative infections. Pa- 
tients were assigned sequential numbers 
that had been previously randomized and 
received a tube of either miconazole 
cream (Micatin) or its control vehicle iden- 
tified only by the corresponding patient 


number. The identity of the tube's content 
was unknown to the investigator. 

Each man was instructed to apply the 
cream sparingly each morning and night. 
Tinea cruris and tinea corporis infections 
were treated for two weeks, with weekly 
clinical evaluations. Tinea pedis patients 
received one month of therapy with bi- 
weekly evaluations. A repeat KOH exami- 
nation and culture studies were performed 
biweekly. Treatment was discontinued on 
the day preceding the final evaluation, and 
the medication was removed from the pa- 
tient’s possession. 

An attempt was made to follow up those 
patients who had successfully responded 
to treatment for one month. During this 
time, no further therapy was provided and 
the patients had no access to antifungal 
preparations. In those cases considered 
treatment failures, the patients were 
treated with alternate topical therapies 
after they had completed the follow-up 
period. 


RESULTS 


Ninety-nine men with approxi- 
mately similar dermatephyte and 
candidal cutaneous infections par- 
ticipated in the study. They were 
young (20 to 29 years of age) and oth- 
erwise healthy individuals. The ana- 
tomie site of infection (Table 1) and 
underlying pathogens (Table 2) were 
approximately the same in both 
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Fig 1.—Tinea cruris before treatment. 
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Fig <.—Tisea crurs following one week 
of topical mconazo® therapy. 





Fig 3.—Tinea cruris after two weeks of 
topical miconazole therapy. 
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Patients 
Diagnostic Receiving 
Category Miconazole 





Mixed tineas 


Total 49 





Table 1.—Patients Classified by Diagnostic Category 


Tinea cruris 


22 26 48 
Tinea pedis 20 18 38 
3 8 


Patients 
Receiving 


Placebo Total 


5 
50 99 


Table 2.—1solation of Pathogens 


Patients Treated 
With Miconazole 


Before 
39 


Pathogen Isolated 


Patients Treated 
With Placebo 


After Before After 


T mentagrophytes 0 


1 
C albicans 7 


T rubrum and 
C albicans 2 


No growth on culture 0 
Totals 49 


treatment groups. Trichophyton ru- 
brum was primarily responsible for 
the endemic disease. 

Significant differences were ob- 
vious in the clinical improvement be- 
tween the groups, with 75.5% of the 
patients treated with miconazole 
showing disappearance of the er- 
ythema and scaling in contrast to a 
similar disappearance in 12.0% of 
those treated with the placebo (Fig 1 
to 3). Symptomatic relief of pruritis 
was similarly dramatic; 36 (73.5%) of 
the 49 patients treated with micona- 
zole cream showed results within the 
first week of therapy compared to 
only 5 (10%) of the 50 patients in the 
placebo group. 

Results of mycological studies con- 
firmed the clinical findings. Only 10% 
of the miconazole-treated group had 
demonstrable fungi, as shown by 
KOH examination following therapy; 
whereas 85% of the patients treated 
with the control vehicle showed a pos- 
itive KOH test. Similarly, 83.7% of 
the miconazole-treated group showed 
no recoverable pathogen following 
treatment, while only 10.0% of the 
placebo-treated group had no yeast or 
fungus growth on culture (Table 2). 
All organisms—T rubrum, T men- 
tagrophytes, and Candida albicans— 
responded to miconazole therapy 
(Table 2). 

From the 38 successfully treated 
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if 43 33 
2 2 
1 B 4 


0 1 1 
41 0 10 
49 50 50 


patients from the group receiving mi- 
conazole therapy, 30 were followed up 
after therapy was discontinued. A 
single patient in this group experi- 
enced a return of signs and symptoms 
of his original condition, with a posi- 
tive KOH preparation and culture 
growth. In addition, T rubrum was 
isolated and identified in culture spec- 
imens taken from two other patients 
who were otherwise free of any 
evidence of infection. 

There were no reported or observed 
side effects or problems associated 
with the use of the miconazole cream. 


COMMENT 


The hot, humid Florida summer and 
overcrowding of a prison facility 
produces an annual outbreak of mod- 
erate to severe symptomatic dermato- 
phyte infections in the inmate popula- 
tion. Trichophyton rubrum emerges 
as the predominate pathogen, causing 
approximately equal numbers of cases 
of inflammatory tinea cruris and 
tinea pedis in 99 young men. 

The subjects participated in a ran- 
domized double-blind clinical study 
that compared treatment with mi- 
conazole cream against treatment 
with just the vehicle, acting as a con- 
trol. Topically applied miconazole 
proved to be highly effective in the 
treatment of the infection as shown 
by clinical and mycological examina- 


tion and the rapid symptomatic relief 
for the majority of the men. These 
findings support prior reports of the 
broad-spectrum activity of the drug.'-'? 
Though few in number, the infections 
caused by T mentagrophytes, C albi- 
cans, or mixed infections also showed 
prompt clearing. 

The data suggest a relative free- 
dom from recurrence following suc- 
cessful treatment of dermatophytosis 
with miconazole; only one of the 30 
patients experienced either relapse or 
reinfection. This is all the more re- 
markable for having been achieved 
in the unchanging environment that 
had been so conducive to the original 
outbreak. 

Treatment with miconazole cream 
should be a welcome topical therapy 
by virtue of its potency, broad spec- 
trum of activity, ease of use, freedom 
from undesirable side effects, and ap- 
parently long-lasting results. 
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ELECTROLYSIS FOR 
PERMANENT HAIR REMOVAL 


Clinical study (copy on request) proves safety and efficacy of laity self-use electrolysis. Study shows chin and 
even axila can be self-treated effectively through use of mirror. This permanent hair remover features the only 
patented self-correcting needle in existence. Battery operated instrument sterilizes itself when current flows. No- 
puncture safety feature also helps prevent infection. 





Thousands of units sold to physicians for such varied application as removal of inverted eyelashes to cosmetic 
use. 
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No one dry skin product 





can take care of 


all dry skin problems. 
It takes two: 





Most cosmetic dry skin problems can be treated 
by any number of good dry skin creams and 
lotions. 


But what about the more serious therapeutic 


dry skin problems? You need something stronger. 


That’s why we make two Aquacares. One for 
cosmetic dry skin conditions and one for 
therapeutic dry skin conditions. 





Aquacare® (2% urea) was designed as a specific 
treatment for the many cosmetic dry skin 
complaints you encounter in your practice. Dish- 
pan hands, pruritis and mild atopic dermatitis 
all call for treatment with Aquacare. Why 
Aquacare when there are so many other fine 
cosmetic products available? Because Aquacare 
has been proven superior in the treatment of 
moderate manifestations of scaling dry skin. 


Aquacare®/HP (10% urea) was formulated as 

a specific treatment for the more severe dry skin 
conditions you see. Severe atopic dermatitis, 
xerosis (winter itch), ichthyosis, or other problem 
dry skin conditions require a therapeutic dry 
skin product. In numerous tests, Aquacare/HP 
has been shown to be highly effective in the 
treatment of these conditions. 


Aquacare/HP vs. Keri (In-Vivo 
Effectiveness) 

Aquacare/HP Cream was compared to Keri 
Cream to determine in-vivo effectiveness. Five 
elderly volunteer patients with xerosis on the 
lower extremities were selected to participate in 
this study conducted during the winter months 
1972-73. Control cutaneous biopsies of af- 
fected areas were obtained prior to treatment. 
The patients applied the test preparations under 
double blind conditions three times a day for 
three weeks with supervision from a registered 


nurse. 


PHOTOMICROGRAPHS TAKEN PRIOR TO TREATMENT SHOWING HYPERKERATOSIS AND 
INTERSTITIAL EDEMA OF THE DERMAL CONNECTIVE TISSUE. 
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LEFT LEG/POST-TREATMENT 
WITH KERI CREAM 





WITH AQUACARE/HP CREAM 


After three weeks of treatment, follow-up biop- 
sies were taken and sent with control specimens 
to James H. Graham, M.D., Director, Section 


of Dermal Pathology, California College of 
Medicine, University of California, Irvine, Califor- 
nia. Under double-blind conditions, Dr. Graham 
evaluated the pre- and post-treatment specimens. 
Objectively, he was able to distinguish differences 
betweer the before and after treatment tissue 
sections 

Differences between the post-treatment biopsies 
were somewhat: subtle, but Aquacare/HP treated 
areas showed « more normal basket weave 
appearence of -he stratum corneum when com- 
pared te the Keri Cream treated areas, although 
the latter preperation did similarly reduce hyper- 
keratosis. The dermal connective tissue also 
exhibited a mose normal architecture in the 
Aquaca-e/HP reated areas. 


Aquacare vs. Keri (Common 

Dry Skin) 

A doubE-blind study was conducted comparing 
Aquaca-e Loticn with Keri Lotion in the treat- 
ment of 20 elderly women with dry skin con- 
ditions cf the lower legs! Opposite legs were 
treated twice daily with either Aquacare or Keri. 
The corzition ef the legs was scored weekly on 
a 4 poirt scale: 0—no scaling (smooth), 1—slight 
scaling, 2—mocerate scaling, 3—marked scaling. 
There was a 3 week follow-up period during 
which nothing was applied. 


AQUACARE LOTION KERI LOTION 


AVERAGE PRE-TREATMENT SCORE 2.46 231 
AVERAGE SCORE AFTER 3 WEEK TREATMENT 0.55 0.92 
: AVERAGE SORE 3 WEEKS@OST-TREATMENT 1.77 246 


MODERATE 





9 3— 
s TREATMENT WEEKS ——————À l FOLLOW-UP WEEKS —————À 
AVERAGECOBSERVED SCALING DURING AND AFTER TREATMENT 


Three weeks afer therapy ended, the Aquacare 
treated Egs wese markedly less scaly than the 
Keri treeted legs. Aquacare was found to be 
superior in 70% of the cases, and equally effec- 
tive in the remaining 30%. 


lg S. @erberfiLaboratories Technical Report No. 8 


Aquacare /HP vs. Calmurid" 
(Ichthwosis and Hand Eczema) 

In two separate studies, thirty patients with ich- 
thyotic sxin asseciated with atopic dermatitis 
and 30 patiente with eczematous dermatitis of 
the hancs participated in randomized double- 
blind studies to evaluate the effects of 
Aquacare/HP end Calmurid? 


2 Efficacy comparison of avo dry skin creams containing 10% urea in the 
treatment offichthyosis snd Hand Eczema. T. Fredrikson, M.D., Vasteras, 
Swegen anc L. Gip, M.E., Sundswall, Sweden. 
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After initial ratings, each subject applied the test 
cream twice a day for four weeks. Evaluations 
were made at the end of the 2nd and 4th weeks 
of treatment. uda 


ICTHYOSIS ECZEMA 
STUDY STUDY 


EXPRESSED PREFERENCE 
FOR AQUACARE / HP 





The investigator's preference, after 4 weeks of 
treatment can be seen in the charts shown. 
These studies demonstrate statistically significant 
efficacy in favor of Aquacare/HP 


Aquacare/HP vs. Valisone^ 
(Chronic Hand Eczema) 


A total of nineteen patients participated in a 
double-blind, bilateral, paired comparison study3 
All patients received systemic steroids to sup- 
press their chronic eczematous conditions. One 
group of 7 patients achieved complete remission, 
8 patients achieved partial remission and 4 
patients were dropped from the study for var- 
ious reasons. At the end of systemic therapy 
both groups applied Aquacare/HP Cream to 
one hand and Valisone 0.1% Cream to the other 
in a double-blind manner. Follow-up examina- 
tions were conducted and the patients were 
rated on a continuous scale of 0—4 where 0 in- 
dicated absence and 4 represented severe recur- 
rence of the eczema. 


3 A double-blind study comparing Aquacare/HP Cream to Valisone 0.1% Cream 


in the treatment of chronic Hand Eczema, James W. Burks Ill, M.D., Gary R. 


Brown, M.D., A.M. Hegre, M.D. and George Farber, M.D., New Orleans, Louisiana. 


RATINGS OF PATIENTS WHO ACHIEVED COMPLETE REMISSION WITH SYSTEMIC STEROIDS. 
H 








In summary, when systemic steroids effectively 
ameliorate the symptoms of chronic hand 
eczema, Aquacare/HP appears to be as effec- 
tive as a potent steroid cream in a maintenance 


program. 


H G.S. HERBERT LABORATORIES / Irvine, CA 92664, U.S.A 


Provide your patients with Total 


ROUND THE-CLOCK 


Intensive Benzoyl Peroxide Acne Therapy 





Nighttime 
Gel 





VANOXIDE-HC ES 1 2) 


(Hydrocortisone 0.5%, Benzoyl Peroxide 5%, Chlorhydroxyquinoline 0.25%.) 


® Most rapid and dramatic improvement during enza el - 
initial therapy period ® ACNE GEL 


(10% or 5% Benzoy! Peroxide, 6% Polyoxyethylene Lauryl =ther, 40% Alcohol.) 


® Bactericidal vs. C. acnes 


i IESIT ; Maximal Drying and Peeling Antibacterial 
® Superior penetrability into pilosebaceous structures 


Lowest Cost of All Benzoyl Perexide Gels 


(1) Patient may be transferred to Vanoxide Lotion after initial two week period. 





Remarkable patient acceptance — Outstanding flexibility 


From the Originators of 
Benzoyl Peroxide Acne Therapy. 


EM De= momen BBs | WHERE RESEARCH AND ECONOMY COME FIRST! Fort Washington, Pa. 


TVANOXIDE-HC& LOTION — DESCRIPTION: Vanoxide-HC Acne Lotion contains (as dispensed) Hydrocortisone 0.5%, Benzoyl Peroxide 5.0% and Chlorhydroxyquinoline 0.25% 
incorporated in a water washable, vanishing lotion consisting of propylene, glycol, hydroxyethylcellulose, FD&C color. cholesterol-sterol, cetyl alcohol, propyleme glycol stearate, poly 
sorbate 20, laneth-10 acetate, propylparaben, decyl oleate, purcelline oil syn., antioxidants, vegetable oil, methylparaben, tetrasodium EDTA, buffers, cyclohexaneciamine tetraacetic acid 
dimethy! polysiloxane, silica, and purified water. ACTIONS: Provides keratolytic, peeling and drying action. INDICATIONS: An aid in the treatment of acne and oly skin. SONTRAINDICA 
TIONS: This product is contraindicated for use by patients having known hypersensitivity to Hydrocortisone, Benzoy! Peroxide, Chlorhydroxyquinoline or any other component of this prep 
aration. Topical steroids are contraindicated in viral diseases of the skin, such as varicella and vaccinia. WARNING — USAGE IN PREGNANCY: Although topical steroids have not bee! 
reported to have an adverse effect on the fetus, the safety of their use during pregnancy has not been absolutely established. Therefore, they should not be used extensively, or it 
large amounts, or for prolonged periods of time on pregnant patients. PRECAUTIONS: For external use only. Keep away from eyes. If irritation develops, the product should be discontinuec 
and appropriate therapy instituted. In the presence of an infection, the use of appropriate antifungal or antibacterial agents should be instituted. If a favorable response does not occu 
promptly, the corticosteroid should be discontinued until the infection has been adequately controlled. If extensive areas are treated. or if the occlusive tech ique is used. the possi 
bility exists of increased systemic absorption of the corticosteroid and suitable precautions should be taken. Do not add any other medicaments or substancss to this lotion unles 
specifically directed by physician to do so. Patients should be observed carefully for possiblé local irritation or sensitization during long-term topical therapy Apply with caution oi 
neck and/or other sensitive areas. There may be a slight, transitory stinging or burning sensation on initial application which invariably disappears on contin: ed use. Ultraviolet an: 
cold quartz light should be employed in lesser amounts as this lotion is keratolytic and drying. Harsh, abrasive cleansers should not be used simultaneously with this lotion. Colore: 
or dyed garments may be bleached by the oxidizing action of Benzoyl Peroxide. Chlorhydroxyquinoline may cause temporary light yellowish skin staining in rare cases. Keep out of thi 
reach of children. ADVERSE REACTIONS: The following local adverse reactions have been reported with topical corticosteroids: burning sensations, itching, irritat-on, drynass, folliculitis 
secondary infection, skin atrophy striae, hypertrichosis, acneform eruptions, and hypopigmentation. The sensitizing potential of Benzoyl Peroxide and Chlorhydroxyquinoline are iv 
but they can, on occasion, produce allergic reaction. Occurrence of excessive redness or peeling indicates that the amount and frequency of application should b» reduced. DIRECTIONS 
Shake well before using. Apply a small quantity to affected areas with light massaging 1 to 3 times daily in accordance with the physician's directions. (Important! — To the Pharrfacist 
At time of dispensing, add contents of vialt to the bottle. Shake well and/or stir with a glass rod to insure a uniform dispersion. Place expiration date of three (3) months on bottli 


label.) t'‘Benzie-Pak"’ vials contain a mixture of Benzoyl Peroxide 35% and Calcium Phosphate 65%. Net weight of each vial is 3,8 grams. HOW SUPPL ED: Bot:les, 25 grams 
CAUTION: Federal law prohibits dispensing without prescription. 
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*10BENZAGEL®-5BENZAGEL — DESCRIPTION: 10% or 5% Benzoy! peroxide, 6% polyoxyethylene lauryl ether and 40% alcohol in an astringent ge! con aining colloidal magne 
sium aluminum silicate, hydroxypropylmethylcellulose, citric acid. fragrance and purified water. ACTION: Provides drying, desquamative and antiseptic activity INDICATION: An aid ir 
the treatment of acne. DOSAGE AND ADMINISTRATION: Wash affected areas prior to application. Apply once or more daily or as directed by physician. CONTRA!NDICATIONS: Should nol 
be used by patients having known sensitivity to either Benzoyl peroxide or polyoxyethylene lauryl ether. PRECAUTIONS: For External Use Only. Not for opthalr ic use. Keep away from 


eyes and mucosae. Very fair individuals should begin with a single application at bedtime allowing overnight medication. May bleach colored fabrics. Keep this and all other medica 
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Case Reports 


Multiple Primary Cutaneous Melanomas 


Graeme L. Beardmore, DDM, FACD, Neville C. Davis, FRCS, FRACS 


Of 1,444 patients with primary cutane- 
ous melanomas, 57 (3.9%) developed 
more than ore. Most aad two primary le- 
sions but one had sik. Every effort was 
made to insure that al melanomas were 
primary tumors. Mostpatients developed 
new primary melanomas within five years 
of the original operañon, but an appre- 
ciable number deveoped them many 
years later. 

In the targestgroup. second and subse- 
quent primary tumors developed in differ- 
ent areas of he body at later times. The 
subsequent temors were not diagnosed at 
an earlier bic ogical stage than the origi- 
nal tumors. Patients with primary cutane- 
ous melanorr3 shoule be made aware of 
increased ris< of developing another pri- 
mary metanoma and paysicians should do 
careful examinations for new primary 
melanomas as well as for recurrences of 
the original meianoma. 


n many »varts o the world, ma- 
lignant melancma is relatively 
rare. This & not s» in Queensland, 
Australia, vhere tke tumor has the 
highest incieence ir the world—in ex- 
cess of 16 mew cases per 100,000 of 
population vearly. Because of the 
high inciden-e of skim cancer in gener- 
al, Queensl:nders have been sub- 
jected to considerate propaganda on 
the potentia dange-s of skin tumors, 
especially the pigmented variety. This 
educational «ampaign has been direct- 
ed toward the publi and the medical 
and paramedical professions. This in 
turn has lec to pasients coming for 
treatment when ther melanoma is at 
an early bidogical stage and poten- 
tially curable. Once z patient has had a 
melanoma e-cised, be develops a high 
index of sugoieion about any unusual 
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change occurring at a later date in any 
other pigmented tumor. 

The Queensland Melanoma Project? 
began in July 1963, and from that 
date until December 1968, all patients 
who had a microscopically proved 
melanoma removed in Queensland 
were registered in the project at the 
Princess Alexandra Hospital in Bris- 
bane. In 1969, some patients treated 
at this facility were also registered in 
the research unit. 

Of 1,514 patients registered during 
July 1963 to December 1969, 70 (4.6%) 
had a metastatic melanoma with no 
evidence of a primary lesion.’ From 
the remaining 1,444 patients, one or 
more cutaneous melanomas, consid- 
ered to be primary lesions by the 
panel of pathologists, were removed. 
This report deals with 57 (3.9%) of 
1,444 patients who developed more 
than one primary cutaneous mela- 
noma by August 1972. 


METHOD 


The case records of the 57 patients were 
reviewed and the following information 
was sought: sex; age at the time of the 
first operation; year of the first operation; 
interval between first and second oper- 
ations (at the first operation one or more 
primary cutaneous melanomas could have 
been removed); number, site, and depth of 
dermal invasion of the melanomas; status 
of the patient at August 1972; duration of 
survival from the first operation to August 
1972; cause of death; and whether or not 
an autopsy was performed. A summary of 
these case histories constitutes Table 1. 

The diagnosis of melanoma was con- 
firmed by a pathologist for those patients 
(16) whose first melanoma was treated 
prior to July 1968, although the depth of in- 
vasion, as defined by McGovern et al’ and 
recently by Little, was not recorded be- 
cause sufficient pathological material was 
not available for more detailed study. Be- 
tween July 1968 and December 1969, con- 
firmation of the clinical opinion that mela- 
nomas were primary was made by the 
panel of pathologists working in the 
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Queensland Melanoma Project. In most 
cases, the depth of invasion of the tumor 
cells was reported by the pathologists but, 
in seven, sufficient material was not avail- 
able to the panel to do more than confirm 
the clinical diagnosis of primary cutaneous 
melanoma. 


Number, Sex, and Age of Patients 


Fifty-seven patients, of whom 32 (56%) 
were males and 25 (44%) were females, had 
developed more than one primary cutane- 
ous melanoma by the time the records 
were reviewed in August 1972 (Table 2). 

The largest number of males (11) in any 
one age group had their first melanoma re- 
moved when they were from 50 to 59 years 
and the largest number of females (six) 
had their first melanoma removed from 20 
to 29 years. The mean age for the males at 
the first operation was 49 and for females 
40 years. 


Number of Melanomas 


From the 57 patients, 136 primary cuta- 
neous lesions were removed. The majority 
of patients (44) had only two but two males 
had five and one male had six primary cu- 
taneous melanomas removed (Table 3). 


Interval Between 
Removal of Melanomas 


In 11 patients, more than one primary 
melanoma was removed at the initial oper- 
ation. In five other patients, more than one 
primary melanoma was removed at the 
same operation subsequent to the initial 
operation. 

The average time interval between the 
removal of the first and second melanoma 
was 22 months (range, 0 to 84 months) for 
males and 65 months for females (range, 0 
to 240 months) or 41 months for the whole 
group. For these calculations, if more than 
one primary melanoma was removed at the 
initial operation, the interval was recorded 
as 0. 

The majority of second and subsequent 
primary cutaneous melanomas were re- 
moved within five years of the operation 
for the first melanoma. 

Six patients, all female, had an interval 
of more than ten years between removal of 
their first and secend melanomas. 
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Table 1.—Summary of Case Histories* 






File No./ 
Sex/Age 
at 1st Oper- 
ation, yr 
8/M/22 
14/M/24 
23/M/29 
3/M/33 
2/M/37 
55/M/39 






31/M/41 


21/M/42 

5/M/43 
26/M/44 
48/M/44 
52/M/45 
47/M/46 
10/M/47 
11/M/48 


33/M/49 
36/M/50 


43/M/50 
54/M/50 


46/M/51 


35/M/52 


6/M/54 
19/M/55 
56/M/55 


12/M/59 
38/M/59 
57/M/59 


4/M/60 
25/M/63 
27/M/66 






Melanoma(s) Removed 





at the ist Operation 
Year of ist 
Site (s) Stage^ Operation 

Abdomen NR 1964 
Neck 3 1964 
Midback 3 1965 
Back ENS 1963 
Chest NR 1961 
Back NR 1963 
Arm NR 1958 
Back 3 |... 1965 
Neck 3 1963 
Right side of chest 3 
Chest NR 1962 
Arm 2 1966 
Back 2 
Back 3 1967 
Upper part of 3 1966 

right arm 
Forehead 3 1964 
Leg 2 
Chest NR 1963 
Back ENS 1965 
Right postauricular 3 1966 

side of scalp 
Right preauricular 3 

side of face 
Left leg 3 1966 
2 on face 1 1967 
Left cheek 1 
Back 3 1966 
Scalp 1 1966 
Right pectoral 3 

side of chest 
Back 3 1964 
Leg 2 1964 
Back 2 1968 
Leg 2 
Scalp 3 1964 
Hairline and 1 1966 

right frontal 

part of scalp 
Upper part NR 1961 

of back 
Back ENS 1963 
Back 2 1965 
Face 3 1965 
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Site (s) 
Neck 

Leg 
Shoulder 
Chest 

Face 


Leg 
Abdomen 
Abdomen 
Chest Axilla 


Face 

Right buttock 
Right side of back 
Left side of back 
Forearm 


Face 
Forearm 


Left calf 
Right side of chest 
Right 2nd toe 


Back 


Edge of scar 
on back 


Lower right side 
of back 


Midback 
Left side of back 


Chest 


Left leg 


Back 
7 cm from 1st 
melanoma 


Arm 
Right pectoral side 
of chest 


Ear 
Arm 


Back 


Back 
Left side of face 


Lower part 
of back 


Ear 
Arm 


Face 
Close to ro- 
tation flap 


Melanoma (s) Removed 
at Subsequent Operations 


Stage‘ 
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Time Interval 

1st to 2nd 

Operation, 
mo 
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Alive 


Survival From 
1st Operation 

to Death or to 
August 1972, mo 


107 


70 


75 
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Table 1.—Summary of Case Histories* (Cont) 























File No./ Me@noma(s) Removed Melanoma(s) Removed Time Interval Survival From 
Sex, Age a®the 1st Operation at Subsequent Operations 1st to 2nd Status at 1st Operation 
at ist a Vearofist  ————————^——————— Operation, August to Death or to 
Operation Site(s) Stage^ Operation Site (s) Stage‘ mo 1972 August 1972, mo 
E 32/M/6S Right -ower part Ca 1965 Upper part of 3 25 Deadt 48 
of tack midback 
30/M/72 Thigh 3 1965 s. T S: Alive 88 
Shoulller 2 
Scapt a region 2 
Ear 2 
18/F/17 Face 2 1964 Neck 2 79 Alive 100 
20/F/19 Back 3 1965 Thigh 3 39 Deadt 54 
39/F/19 Back NR 1946 Left leg 3 240 Deadt 276 
Right leg 3 
41/F/22 Left leg NR 1962 Left leg 3 36 Alive 119 
Back 3 
| 29/F/27 Left æm 3 1965 i. Sn Alive 81 
, Right arm 2 
37/F/27 Thigh ENS 1966 Thigh 4 «1 Alive 74 
Above 1st 
melanoma 
53/F/27 Leg 2 1967 Arm 1 32 Unavailable to 
follow-up; 
last record 
September 1971 
9/F/29 Arm 2 1964 A. se * Ae Alive 99 
Thigh 2 
50/F/29 Right -high NR 1948 Left leg 3 228 Alive 288 
17/F/30 Back 2 1964 Forehead 2 19 Alive 94 
24/F/31 Leg NR 1961 Leg 3 46 Alive 133 
Rn Near previ- 
ous scar 
28/F/32 Leg NR 1962 Leg 3 36 Alive 120 
At edge of 
scar 
40/F/35 | Rightarm 3 1966 Left side of back 2 5 Deadt 44 
34/F/37 Left leg 3 1966 Left leg 1 36 Alive 78 
10 cm distal 
to scar 
1/F/40 Right eg 3 1963 Leg 3 15 Alive 105 
distal to graft 
42 /F/40 Right*orearm NR 1950 Right arm 3 192 Alive 265 
16/F/44 Arm NR 1962 Leg 3 31 Deadt 112 
E 15/F/45 Thig» 3 1964 Ear ENS 35 Alive 98 
Neck 3 
7/F/48 Forez-m 3 1964 X M id. Alive 93 
Right-alf 2 
Left enkle 3 
45/F/51 Lowe: part of 3 1966 Upper part of 2 21 Alive 68 
rig&t forearm left forearm 
44/F /67 Right eg NR 1961 Right thigh 2 60 Alive 138 
49/F/67 Right»alm NR 1955 Right palm 3 145 Dead 194 
22/F/68 Left meek NR 1951 Face 
Above scar 4 168 Dead 252 
In scar 4 
51/F/70 Neck 3 1967 Leg 2 28 Alive 56 
13/F/72 Arm 3 1954 Arm 1 123 Dead 132 
near scar 
$ * NR is not recordes and ENS is elevated nonstagable. 


+ Dead from melanoma. 


» Arch Dermasoi/ Vol ™ 1, May 1975 Primary Cutaneous Melanomas/Beardmore & Davis 605 


Sites of Melanomas 


Primary cutaneous melanomas (initial 
and subsequent) appeared most frequently 
on the trunk followed by the head and neck 
in males and on the lower limbs followed 
by the upper limbs in females (Table 4). 

The most common site in males was the 
back and the most common site in females 
was the leg, ie, knee to ankle. 


Stage or Level 
of Invasion of Melanomas 


The tumor was staged according to its 
depth of invasion by means of a modi- 
fication of the histological staging recom- 
mended by the Australian Committee on 
the Terminology and Classification of 
Moles and Malignant Melanoma.’ The 
stages were defined as follows: (1) tumor 
limited to the epidermis, ie, intraepidermal 
melanoma (melanoma in situ); (2) invasion 
of the papillary zone of dermis (superficial 
melanoma); (3) invasion of the reticular 
dermis; or (4) invasion of subcutaneous fat 
(Table 5). 

Some cases could not be staged—these 


were elevated lesions, mainly of polypoidal 


shape, that appeared to sit on the dermal 
surface, and tumor cells were not extend- 
ing into the reticular dermis. In this report 
they are termed "elevated nonstagable 
melanomas."* It has been established that 
the depth of invasion correlates well with 
prognosis.*^ 

"Staging" of melanomas in American 
literature is used more in a clinical context 
than a pathological one, and we wish to 
emphasize that the "staging" referred to 
in this paper is histological and does not 
refer to spread of the tumor beyond its pri- 
mary site. 

In 1969, Clark et al’ described the depth 
of invasion in "levels," and this has been 
accepted by a meeting of international 
pathologists in Sydney.* Our histological 
stages correspond to these levels as fol- 
lows: stage 1=level 1; stage 2=level 2 or 
level 3; stage 3-— level 4; stage 4= level 5. 

The depth to which a melanoma had in- 
vaded was not recorded for 23 lesions (16%) 
due to insufficient material. Of the remain- 
ing 113 tumors, 13 were confined to the epi- 
dermis (stage 1 or level 1), 34 had invaded 
the papillary dermis (stage 2 or level 2 
or 3), 58 had entered the reticular dermis 
(stage 3 or level 4), 3 had invaded the sub- 
cutaneous fat (stage 4 or level 5), and 5 
were elevated, nonstagable lesions. The tu- 
mors were not reclassified into histogenetic 
types (Clark et al’ and McGovern et al’), as 
the numbers were so small that they would 
not reach any level of statistical signifi- 
cance. Also they could not be compared 
with the other melanomas recorded in the 
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mam 


project, as they have not been fully classi- 
fied in the same manner. 

There was little difference between 
males and females in the depth to which 
melanomas had invaded. 


Mortality 


By August 1972, 22 of the 57 patients—15 
of 32 males and seven of 25 females—were 
dead. One female patient was unavailable 
for follow-up but she was alive in Septem- 
ber 1971, 334 years after removal of the 


Table 2.—Patient Ages at Removal of 
First Primary Cutaneous Melanoma 


Age, yr Males Females Total 
10-19 0 3 


20-29 3 6 


5 
5 
1 
3 
2 


25 








Sites Males (32) 
Head and neck 20 (25%) 
Scalp 4 
Face 10 
Ear 3 
Neck 3 
Trunk 43 (53%) 
Chest 10 
Abdomen 3 
Back 29 
Buttock 1 
Upper limbs 8 (1095) 
Arm 
Forearm 2 
Hand 0 
Lower limbs 10 (12%) 
Thigh 
Leg 
Foot 1 
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Table 4.—Sites of 136 Primary Cutaneous Melanomas Removed 
From 57 Patients 





Females (25) Tota! (57) 
9 (1695) 29 (23195) 
0 4 
5 15 
1 4 
3 6 
5 (9%) 48 (35%) 
0 10 
0 3 
5 34 
0 1 
15 (27%) 23 (17%) 
9 15 
4 6 
2 2 
26 (4895) 36 (27%) 
7 
19 27 
0 1 
: 55 T 136 P 


Total lesions 81 pe 
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first melanoma. Sixteen patients (12 males 
and four females) had died from dis- 
seminated melanoma and six patients had 
died from other causes. However, in two 
of the latter, melanotic metas-ases were 
known to have been present prior to death. 
Autopsies were performed on orly three of 
the 22 patients, so the opinions concerning 
the causes of death were presumptive. 
The mean time from the firs: operation 
to death was five years (range. 11 to 276 
months) for those patients (16) dead from 


Table 3.—Number of Primary 
Cutaneous Melanomas Removed 


No. of Males Females Totals 
Melanomas (32) (25) (57) 


Total 
Melanomas 























Table 5.—Depth of Invasion of 136 Melanomas Removed From 57 Patients 


Depth of Invasion, 


1—Confined to the epidermis 10 


2—Papillary dermis invaded 

3—Reticular dermis invaded 

4—Subcutaneous fat invaded 
Elevated nonstagable 

Not recorded 

Total 


Males (32) 
puer etes TNCS 
Stage4 No. 





Females (25) Total 


% 


12 
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melanoma. For the 12 males, the mean 
time was 34 years (range, 11 to 66 months) 
and fer th- four females it was 10 years 
(range, 44 ~ 276 manths). The three males 
who died of other causes survived six years 
(range, 28 © 94 months) and the three fe 
males deac from other causes survived 16 
years (range, 132 tc 252 months). 


Survival 


Thirty-fcar patients (17 males and 17 fe- 
males) were known to be alive and well in 
August 197°. One female patient had been 
unavailable for follow-up. The remaining 
34 patients had been followed up for an 
average time of 8 years (range, 47 to 288 
months) frem removal of the first lesion to 
August 192, the 17 males for 7% years 
with a range of 47 to 166 months, and the 
17 females >or ten years with a range of 56 
to 288 months. 


Comment 


The firs- problem in any review of 
multiple primary cutaneous melano- 
mas is to decide what criteria are to 
be used tc distinguish primary from 
secondary lesions We applied the 
following  eriterià: each of the 
tumors mast present definite histo- 
logica! evi lence ot malignant change: 
each tuma@r must be macroscopically 
and micro eopical'y distinct from the 
other(s); lesions oecurring simultane- 
ously in the same region of the body 
were accepted only if they were sepa- 
rated by dimically and histologically 
normal skn (anc not skin showing 
signs of tumor regression); lesions de- 
veloping sabsequent to original treat- 
ment were accepted only if they were 
distinetly separated from the site of 
excision o- the initial lesion or, if not 
separated. both the clinician and the 
panel of pathologists were confident 
that the esions were new primary 
melanomas. Allen and Spitz? state 
that "the absence of junctional 
change im the overlying epithelium 
may be in-erpreted as conclusive evi- 
dence thac the dermal neoplasm is 
metastatie or locally recurrent,” thus 
implying the converse, that the pres- 
ence of junctional activity is evidence 
of a new primary melanoma. Ulcera- 
tion may lestroy the evidence but it 
rarely is eompletely destroyed. They 
also state that "there should seldom 
be any Gfüculty in distinguishing 
metastatie deposits in the epidermis 
from the -inctional changes of a pri- 
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mary lesion.” In their discussion of 
junctional change, they stated that it 
is located entirely within the epi- 
dermis and they comment on loss of 
cohesion of cells, vacuolation, scat- 
tered and increased melanin pigmen- 
tation, and nuclear anaplasia. Al- 
though dermal metastases may be 
responsible for a “junctional change 
in the epidermis," nonetheless "junc- 
tional activity" was always present in 
the second and subsequent melanomas 
in our series. Our panel of patholo- 
gists was aware of the problems in 
differentiating primary from meta- 
static lesions when making their 
judgments. For the diagnosis of pri- 
mary melanoma, they required the 
presence of intraepidermal cell nests 
or theques of cytologically malignant- 
looking cells that often showed evi- 
dence of upward epidermal spread. 
Other workers have had difficulty in 
distinguishing primary from second- 
ary tumors. Milton accepted that 
histological examination distin- 
guished them, but Olsen" demon- 
strated that metastases occasionally 
showed junctional activity. MeGov- 
ern? suggested that a melanoma with 
a spreading in situ phase represents a 
field effect and that skin for a vari- 
able distance around the initial lesion 
has a melanoma-producing potential. 
If this concept is true, à recurrent 
melanoma may have the histological 
appearances of a new primary growth 
when excision has not been suffi- 
ciently wide. He also pointed out that, 
in melanomas undergoing partial re- 
gression, there may be several appar- 
ently disconnected lesions, but the 
slight scarring that occurs with that 
phenomenon can usually be recog- 
nized clinically. In spite of all the dif- 
fieulties referred to, we made every 
effort to insure—by a study of the 
clinical, surgical and pathological 
records—that all cases included in the 
series represented true primary mela- 
nomas beyond reasonable doubt. 


Incidence, Sex, and Age of Patients 


Fifty-seven (3.9%) of the 1,444 pa- 
tients registered as having a primary 
melanoma in the Queensland Mela- 
noma Project between July 1963 and 
December 1969 had been treated for 
more than one primary melanoma by 


August 1972. This means that a 
Queensland patient who has had one 
primary melanoma is at greater risk 
of developing another melanoma than 
the population at large. The incidence 
of melanoma in Queensland is 16 new 
cases per 100,000 of population yearly. 
The older a person is, the greater the 
chance of developing a melanoma.’ 
Therefore, the longer a patient sur- 
vives after removal of one melanoma, 
the greater the chance is of develop- 
ing a second lesion. The figure of 3.9% 
therefore represents the minimum 
percentage of patients likely to de- 
velop multiple melanomas, as not all 
the patients have been followed up to 
the time of death. Pack et al? re- 
ported the cases of 16 patients with 
multiple primary lesions in a series of 
1,250 patients (1.28%) and Allen and 
Spitz? reported 12 cases (3.6% of a 
series). The incidence of other mul- 
tiple primary eancers, such as malig- 
nancy of the colon; is also about 4%." 

Although mere females in Queens- 
land have been treated for melanoma 
(female to male ratio is 55:45), more 
males had multiple lesions (female to 
male ratio is 44:56). This is surprising 
because, with the better prognosis 
recorded for females,*'* they may be 
expected to survive longer and thus 
outnumber males in developing mul- 
tiple primary lesions. Allen and Spitz? 
found that eight of the 12 patients in 
their series were females. 


Number of Melanomas 


One hundred thirty-six melanomas 
removed from 57 patients must repre- 
sent the minimum number likely to 
develop. In the series reported by 
Pack et al,? 61 melanomas were re- 
moved from 15 patients and, in the 
Allen and Spitz series,? 37+ from 12 
patients. The largest number (48+) 
of melanomas removed from an indi- 
vidual patient was reported by Kahn 
and Donaldson. The male patient in 
our series with six primary mela- 
nomas has had two sons die of mela- 
noma, one at 16 and the other at 18 
years of age. Wallace et al,” utilizing 
data derived from the project, found 
a higher incicence of multiple pri- 
mary lesions in patients with a fam- 
ily history of melanoma. Compared 
with those patients who had no such 
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Cutaneous Melanomas 
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Lower limbs 
Male 


Female 
Total 








Operations Male Female 


Different times 






Table 7.—Melanoma Sites Relative to Time of Operations 


Same Area* 


LL 
Simultaneously 


1 0 1 
7 9 16 


Primary Cutaneous 
Melanomas, Whole Group 
co FF 





Different Areas” 


(£7 PLLA EEEE 


Male Female Total 





Total 





4 3 7 
13 12 25 





* Areas are those used in Table 4. Combinations in 7 males and 1 female. 


family history, they also noted that 
there were more young patients ii 
the familial group. The two findings— 
multiple primary lesions and early 
age at onset—were taken as evidence 
in favor of the thesis of a polygenic 
mode of inheritance of malignant 
melanoma. 


Interval Between 
Removal of Melanomas 


While the majority of new primary 
melanomas develop within five years 
of the original operation, an appre- 
ciable number develop many years 
later. This, in conjunction with a 
greater risk of new primary tumors 
developing in a patient who already 
has had one melanoma than in the 
population at large, has important 
clinical implications. The clinician, in 
following a patient after treatment 
of a melanoma, should carefully ex- 
amine the patient at each visit for 
any new primary melanoma as well 
as examining for any recurrence of 
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the original tumor. The patient 
should be made aware that he has an 
inereased risk of developing another 
primary melanoma in the years ahead 
and should be told of the importance 
of reporting to his physician if any 
individual mole undergoes any un- 
usual change. Fortunately, most pa- 
tients who have had a melanoma re- 
moved are meticulous in their own 
self-examination and report early 
with any new skin lesions. 


Sites of Melanomas 


The difference in site distribution 
between the multiple primary group 
and the whole group! was tested 
using the x? method (Tables 4 and 6). 
There was no significant difference 
found at the .01 probability level, ei- 
ther when the multiple primary group 
was taken as a whole or subdivided by 
sex. Pack et al? found that the most 
common site was the head and neck 
for the whole group, whereas we 
found the most common sites were 


the back for males and the leg for 
females. 


Melanoma Sites 
Relative to Time of Operations 


Milton” has written that patients 
who have multiple primary mela- 
nomas follow one of three patterns: 
(1) the lesions may be simultaneous 
but widely separated; (2) a second pri- 
mary melanoma may develop years 
after treatment of the first, and the 
second may be close to or quite dis- 
tant from the first; and (3) clusters of 
lesions may develop either simulta- 
neously or in rapid succession in ad- 
jacent areas (Table 7). 

The most common pattern of our 
group, in both sexes, was for the sub- 
sequent primary tumors to develop at 
different times and in different areas. 
It is interesting to note that 17 
patients developed their other mela- 
nomas in the same region of the body 
either simultaneously or at a later 
date. This may be the expression to a 
field change as suggested by Willis'* 
in his discussion on the multicentric 
origin of malignant neoplasms. 


Depth of Invasion of Melanomas 


Thirteen tumors were confined to 
the epidermis and were classified as 
melanoma in situ (histological stage 1 
or level 1) We realize that some 
American authorities do not accept 
this as a malignant lesion, although 
Clark et al’ and McGovern et al* in- 
clude it in their classification. We be- 
lieve that failure to accept melanoma 
in situ as the earliest biological stage 
of malignancy in many melanomas 
has lead to delayed clinical and patho- 
logical diagnosis as well as inade- 
quate treatment in many parts of the 
world. For these reasons, we believe 
strongly that these tumors should be 
included in the series. 

A study of Table 8 shows that, of 
the 113 tumors staged from the mul- 
tiple primary group, 42% were stages 
l or 2 compared with 29% for the 
whole group of 1421 melanomas. This 
suggested that patients in the mul- 
tiple primary melanoma group sought 
treatment for their melanomas when 
the tumors were at an early stage in 
their growth. This hypothesis proved 
to be statistically significant at the 
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Tale 8.—Depth of Melanoma Invasion From Multiple Primary Lesions 








Compared With Whole Group 
—————————M——— ———wrá Ha $€ 
dol Multiple Primary 
Depth of Invasion, S NND LENS 
hiszoiogical stage No. Yo No. % 
———— MÀ  ———— ———— Qa Io 
1—Contined to epidermis 125 9 13 12 
2—Papi"ary dermis invaded 292 20 34 30 
3—Reticular dermis invaded 890 63 58 51 
6 








Elevatec ronstagsble 





4—Subcutaneocus-fat invaded 82 3 3 






Tai: e 9.—Depths of Invasions of Melanomas Removed at First Operation 
Compared With Depths at Subsequent Operations 


Depths of Invasion, Stage‘ 





* ENS is elevated nonstagable. 
t NR is net recorded. 


.01 probability level using a one-sided 
test. Sut as indicated in Table 9, no 
significant difference (at the .01 prob- 
ability level using the x? test) was ob- 
served in the depths of invasion of 
melanomas removed at the first oper- 
ation comoared with those removed 
subsequen-ly. Hence, it cannot be ar- 
gued that the higher percentage of 
stages 1 anc 2 melanomas in the mul- 
tiple primary greup was due to a 
greater awareness by those patients 
of the pstential dangers of pig- 
mented leziens. 


Mortality 


Fifteen of 32 males (47%) and seven 
of 25 females (28%) had died by Au- 
gust 1972. Two thirds of the deaths 
were thought to be due to melanotic 
recurrences. These findings of a 
higher dea-h rate in males and an ap- 
preciable proportion of patients dy- 
ing frem causes other than melanoma 
are similar to our previous reported 
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study' of 219 patients who died 
within five years of their first oper- 
ation. 

It is not possible to draw any con- 
clusion from this series as to whether 
a patient who develops multiple pri- 
mary melanomas has a similar or 
worse prognosis than a patient with a 
single primary melanoma. 


CONCLUSION 


Patients with primary cutaneous 
melanoma should be made aware of 
an increased risk of developing an- 
other primary melanoma in the years 
ahead and clinicians should do exami- 
nations carefully for new primary tu- 
mors as well as for recurrences of the 
original tumor. 


The Queensland Melanoma Project is finan- 
cially supported by the Queensland Cancer Fund. 

G. R. C. McLeod, FRCS, assisted in retrieving 
data, J. Holt, PhD, performed the statistical 
analyses, and J. Little, FRC Path, made the 
pathological examinations. 
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A Syndrome of Trichoepitheliomas, 


Milia, and Cylindromas 


James E. Rasmussen, MD 


Three consecutive generations of a 
family have had members affected with 
trichoepitheliomas and milia. One mem- 
ber, the proband, also had cylindromas. 
The pattern of inheritance was a dominant 
one, with only the male members affected. 
Histopathologically, the trichoepithelio- 
mas and milia contained keratinizing 
cysts with laminated centers, peripheral 
basaloid cells, and a thin granular layer. 
Fibroblastic stroma and fronding of basa- 
loid cells were also seen in both tumors. 
The trichoepitheliomas and milia differed 
mainly in the greater proportion of keratin- 
ized cells found in the milia. Clinically, the 
milia were found only in areas of vellus 
hairs. 


he histogenesis of adnexal tumors 

of the skin has been the subject 
of considerable controversy. Current 
classification is based primarily on 
gross features, light microscopical 
appearance, enzyme histochemical 
findings, and electron microscopical 
findings. None of these criteria, 
however, has been useful in estab- 
lishing the nature of the germinative 
influence causing the initial develop- 
ment of any of the types of adnexal 
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tumors. An unkown stimulus probably 
has a strong genetic component in 
some tumors, most notably trichoepi- 
thelioma.* Multiple trichoepitheliomas 
used synonymously with epithelioma 
adenoides cysticum (Brooke tumor), 
are frequently inherited as a domi- 
nant disorder. Dermal eccrine cylin- 
droma? may also be similarily inher- 
ited and associated with trichoepithe- 
liomas.* With the possible exception of 
basal cell epithelioma and syringoma,’ 
no other tumors are known to occur 
regularly in patients with multiple 
trichoepitheliomas. 

I have had the opportunity to treat 
and study three members of a family 
who exhibit multiple milia and tri- 
choepitheliomas. In addition, one 
member also has dermal cylindromas. 


REPORT OF CASES 


Proband.—The proband is a 64-year-old 
man who was first seen in January 1972 
because of facial tumors. He was chiefly 
concerned with the possibility of having 
malignant tumors, since his brother who 
was similarly affected also had multiple 
uleerating lesions of his face that were 
diagnosed as basal cell epitheliomas. 

Trichoepitheliomas had first appeared 
on the proband's nose in his late teens or 
early twenties and had gradually enlarged. 
Cylindromas appeared on his scalp some- 
time during the 1930s. These lesions grew 
much more rapidly than those on his face. 
He has also had multiple milia for more 
than 30 years. 


The proband's father, brother, and hib: 


brother's son have similar tumors of the 
face. The patient remains isolated as the 
only member of the family afeected with 
cylindromas. He has never married and has 
no children. 

There is no past history of any important 
medical or surgical disease. The patient 
denied exposure to x-ray radistion of the 
head or neck. 

Physical Examination Findings.—The 
patient showed three distinct varieties of 
tumors (Fig 1 to 4). Most notieeable were 
the nodular trichoepitheliomas on the 
middle of the face. Firm, fesh-colored 
tumors measuring 1 to 3 em in diameter 
were almost confluent on his mose, where 
they gave the incorrect impression of 
rhinophyma. Skin over these esions was 
shiny and almost devoid of foll cular open- 
ings. An occasional lesion had a few telan- 
giectatie vessels on its surface, but this was 
not common. One lesion had < superficial 
uleeration, but the rest were intact. In 
contrast to confluent areas of trichoepithe- 
lioma on the nose, single tumors were 
found in the right eyebrow, nasolabial 
folds, and upper lip. 

He also had multiple cylindromas of the 
scalp that were pink or blue ard varied in 
diameter from 1 to 10 cm. All of these 
lesions felt soft, and the blue ones were 
cystic. The epidermis covering the cylin- 
dromas was intact, smooth, and devoid of 
follieular openings. They were not tender 
to palpation and had never been painful. 
The largest lesion, in contras: to others, 
was not freely movable and appeared fixed 
to the skull. 

The patient's most numerous but least 
noticeable lesions were hundreds of milia. 
Individual milia measured up to 3 mm but 
most were less than 1 mm. Larger lesions 
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Fig 2.—Lateral view of proband: cylindromas present in scalp and 
trichoepitheliomas on nose. Several large milia are visible in areas of 
actinic damage on neck. 


Fig 1.—Proband has flesh-colored nodules on nose 
which are trichoepitheliomas. Solitary nodule in left 
eyebrow is also trichoepithelioma. Milia can be seen in 
areas of actinic damage on neck. 


Fig 4—Retreauricular area of proband contains multiple 
milia. 






dá Fig 3.—Proband has trichoepitheliomas on nose and multiple 
milia on lower eyelids. Note relative sparing of bearded area. 


Fig 5.—Proband four months postsurgery. Multiple milia are 
now more visible. 





tended to have a central punctum filled 
with a comedo, but this was not invariable. 
No openings were visible within the 
smaller milia. The pattern of distribution 
was remarkable in its avoidance of areas 
populated by coarse terminal hairs. Milia 
were found in great numbers on the fore- 
head, eyelids, temporal regions, retroauric- 
ular areas, malar prominences, and in 
lesser numbers on the anterior and lateral 
aspects of the neck confined to the “V” 





M Milia 4p 

: area of actinic exposure. The ears, nose, 
C Cylindroma 

à DIE scalp, eyebrows, beard area, and chest were 
T Trichoepithelioma fred of tilia 
* Proband There were no mucous membrane lesions 
LJ Male or palmar pits. Nails and teeth were 
O Female normal in growth and development. Sweat- 


ing was grossly visible on the face, axillae, 
and palms after appropriate stimulation. 
Treatment.—The patient was admitted 


Fig 6.—Pedigree of patient showing 
hereditary pattern of trichoepitheliomas, 
milia, and cylindromas. 
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Fig 7.—Multiple trichoepitheliomas situated in dermis (hematoxylin-eosin, x 100). 


Fig 8.—Wall of trichoepithelioma showing thin granular layer, relatively thick wall, and 
fingerlike projections of basaloid cells (hematoxylin-eosin, x 450). 
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to the hospital where laboratory tests 
showed normal findings for his age for 
urinalysis, hemoglobin value, hematocrit 
value, white blood cell count, electrocardio- 
gram, and x-ray films of the chest and 
skull." The VDRL test for syphilis was 
negative. 

After administration of lidocaine hy- 
drochloride field block, the nasal trichoepi- 
theliomas were partially remeved with 
cutting electrosurgery to reduce the mass 
of neoplastic tissue to a level more nearly 
resembling that of a normal nose. Light 
electrodesiccation was used to control 
bleeding. 

The scalp cylindromas were anesthetized 
using lidocaine and a regional block. 
Cutting current was employed zo remove 
each of these scalp tumors in total. Several 
of the lesions required dissection to the 
periosteum of the skull, but none was fixed 
to this tissue. Selective electrocesiccation 
controlled the bleeding. 

The defects resulting from the excision 
of the trichoepitheliomas and cylindromas 
were covered with a petrolatam gauze 
dressing, which was changed daily for one 
week; then the skin was allowed to granu- 
late and re-epithelialize. This process was 
complete in two weeks on the nose and in 
one month on the scalp. All lesiens healed 
with a soft, pliable scar that was flush to 
the surrounding skin (Fig 5). 

During a two-year follow-up period, no 
new lesions have appeared at the sites of 
surgery. 

Attempts to remove the milia met with 
considerably less success. Larger milia 
containing a visible central pore could be 
evacuated with a sharp pointed blade and a 
comedo extractor. These lesions comprised 
only a small portion of the large number of 
these tumors, and they quickly refilled. A 
two-month course of topical dai y applica- 
tion of 0.05% tretinoin procuced the 
expected initial response of erythema and 
desquamation. There was, however, no 
appreciable reduction in the rumber of 
milia or their size during this period. No 
further therapeutic attempts were made. 

Family.—The proband’s father, brother, 
and brother’s son had essentially similar 
histories. Gradual development of nasal 
trichoepitheliomas and  multi»le milia 
started when they were in their teens or 
twenties. No other family member had 
cylindromas, however, and no female 
members were affected by any adnexal 
tumors. No sister has had affected male 
children, so it is impossible to determine if 
they are carriers (Fig 6). 

The histopathologic findings of the 
brother's trichoepitheliomas end milia 
were nearly identical to those of the 
proband's tumors. 
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HISTOPATHOLOGIC FINDINGS 


All spec mens excised from the nose 
and sealp plus biopsy specimens of 
milia fror: the forehead and retroau- 
ricular ar»a were fixed in formalin, 
sectioned,and stamed with hematoxy- 
lin-eosin. 

Trichoevitheliomas. — Cylindrical 
masses of keratiaizing tumors were 
located in all leves of the dermis (Fig 
7). The periphera! cells were basaloid- 
cuboidal i2 shape and staining charac- 
teristics. Centra’ portions of each 
tumor cortained « laminated keratin- 
ized mass There was a thin (one-cell 
thick) intervening granular layer. A 
dense fibroblastic stroma surrounded 
and separated tumor lobules, but 
there was no inflammation except in 
the single ulcerated lesion. Occasion- 
ally, an individual tumor lobule was 
connected to the epidermis, but study 
of multipE sections failed to disclose 
contiguity with tae few hair follicles 
present. Sebaceous glands were not 
seen. The single ulcerated lesion 


Fig 39 —Bopsy sections of milium. Kera- 
tinous cysts are seen in dermis. Note 
fronds of basaloic cells and greater 
percentage- of kera*n in center of cysts. 
Contrast this with Fig 6 (hematoxylin- 
eosin, x 1*0). 
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differed from other tumors only in 
loss of the overlying epidermis and 
the presence of inflammatory cells. 
In the vicinity of the larger keratin- 
izing neoplasms, there were smaller 
collections of basaloid cells arranged 
in an ameboid pattern (Fig 8). Their 
finger-like projectors were frequently 
only two cells thick. 
Cylindromas.—Separated from the 
epidermis by a thin layer of normal 
dermis were large tumor masses, 
several of which were segregated in 
different areas of the dermis. 
Individual masses were composed of 
aggregates of cells separated and 
surrounded by an eosinophilic rim of 
PAS-positive, diastase-resistant ma- 
terial. Two cell types were present: a 
small peripheral cuboidal basaloid cell, 
and a larger one with a pale nucleus 
and indistinct cell boundaries that 
occupied the central portions of the 
tumors. In the larger lesions, eosino- 
philic, hyaline material was found 
between parallel rows of the pale cells. 
In cylindroma lesions that clinically 
appeared blue, large cystic spaces 
were the rule. These cystic spaces 
appeared empty after fixation, but 
when the fresh specimen was section- 
ed a brown, viscous liquid was found. 
There were no areas of decapitation 
secretion. Hair follicles were absent. 
Milia.—Specimens from the retroau- 
ricular and forehead skin appeared 
similar. In spite of attempts to take a 


biopsy specimen of what appeared 
clinically to be a solitary milium, all 
specimens contained multiple cystic 
structures (Fig 9 and 10). A centrally 
placed laminated core of keratinized 
material was the most prominent 
aspect of each milium. It was sur- 
rounded by a thin rim of flattened 
keratinocytes approximately two to 
three cells in depth and an inter- 
vening granular layer. Extending 
from the external margins of these 
cysts were thin, serpiginous projec- 
tions of basaloid cells that were 
usually not more than several cells 
thick. Some milia were connected to 
the overlying epidermis. Surrounding 
each milium was an ill-defined layer 
of circumferentially arranged fibro- 
blasts and collagen fibers. 

In all sections except those from the 
scalp, basophilie staining of the upper 
dermal collagen was prominent. 


COMMENT 


The simultaneous appearance of 
trichoepitheliomas and cylindromas 
was noted by Adamson in 1914.* The 
combination of these tumors has been 
considered to be a manifestation of 
the same condition since 1933, even 
though isolated families may have 
cylindromas in one generation and 
trichoepitheliomas in the next. A 
pattern of dominant inheritance has 
been demonstrated for trichoepithe- 
liomas,* cylindromas,* and the combi- 


Fig 10.—Wall of milium: granular layer, relatively thin proportion of basaloid cells, and 
fingerlike projection from wall should be compared to Fig 7 (hematoxylin-eosin, x 
450). 
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nation of the two.’ This subject has 
recently been reviewed from a genetic 
point of view. After a thorough 
historical resume and careful study of 
two large pedigrees, the authors* 
concluded that cylindromas and tri- 
choepitheliomas are different expres- 
sions of the same disorder and not 
merely examples of genetic linkage. 
They also demonstrated that both 
penetrance and expressivity were var- 
iable, occasionally to the extent that 
an affected individual showed no 
evidence of either tumor yet had chil- 
dren with both. In their report, they 
could find no evidence for sex link- 
age. 

Milia, however, are not presumed to 
have a consistent hereditary pattern.'^ 
They are usually associated with 
physieal trauma, acne, or inflamma- 
tory diseases of the skin, such as 
dystrophic forms of epidermolysis 
bullosa. Milia have also been reported 
to arise de novo, and on at least one 
oecasion they occurred in great num- 
bers in the same individual." In an 
interesting case report, Thies and 
Schwarz described a young man whose 
milia were similar if not identical to 
those seen in the family just de- 
scribed. Findings common to their 
case and ours were the presence of 
multiple milia of varying sizes, with 
the larger ones containing a central 
comedo; onset in early adult life; 
distribution of lesions to involve the 
face, "V" area of the neck, and 
anterior part of the chest; common 
histopathological findings of keratin- 
izing cysts attached to hair follicles or 
overlying epidermis; and a branching 
or fronding of basal cells from the cyst 
walls. Thies and Schwarz" speculated 
that milia might be a form of tricho- 
epithelioma, but they had no clinical 
evidence that either trichoepithelio- 
mas or cylindromas were present in 
their patient. 

Although the clinical appearance of 
the milia and trichoepitheliomas in 
the proband and his family do not 
appear similar, they have common 
histological characteristics. They 
share common features, including cys- 
tic structures composed of peripheral 
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basaloid cells, thin granular layer, 
laminated and keratinized centers, 
fronds of basaloid cells, and fibro- 
blastic stroma. They differ in the 
proportion of keratinized to basaloid 
cells and in the size of each lesion. In 
the milia, the keratinized component 
is predominant, and this may account 
for its yellow-white appearance clini- 
cally. Milia in these patients and the 
one described by Thies and Schwarz" 
seem to be miniature trichoepithe- 
liomas that have been modified in the 
direction of vellus hair formation. The 
influence responsible for the develop- 
ment of these milia is unknown but is, 
at least partially, genetic. Sunlight 
might also be an aggravating factor 
since the lesions were strictly con- 
fined to areas of actinic damage on 
the head and neck. 

Trichoepitheliomas and multiple 
milia in three succeeding generations 
of one family suggest an autosomal 
dominant pattern of inheritance. The 
numbers of at-risk individuals is too 
small for valid conclusions regarding 
the possibility of sex linkage of these 
two disorders, but there was no visible 
male to female transmission in this 
family. 

It is possible that the cylindromas, 
trichoepitheliomas, and milia are the 
result of three separate genetic 
disorders that have occurred simulta- 
neously in this family because of 
linkage or coincidence. However, it is 
more likely that all of these adnexal 
neoplasms are phenotypic expressions 
of the same genotype or genetic 
defect. The latter hypothesis assumes 
that each tumor arises from the hair 
follicle apparatus but differentiates 
into either trichoepitheliomas, milia, 
or cylindromas because of faulty regu- 
lation or reception of the normal 
trophie stimuli found in a particular 
area of the body. 

The first part of the hypothesis can 
be satisfied since milia, trichoepithe- 
liomas, and cylindromas have been 
considered to arise from or differen- 
tiate toward the hair follicle (milia? 
and trichoepitheliomas?) or apocrine 
glands (cylindromas') that originate 
in the hair germ of the embryo.'? The 
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reason each tumor respects the distri- 
butional territory of the other is 
unknown, but it may represent an 


abnormal recognition of a normal 


stimulus, such as androgens. 

Actinie stimulation may play a part 
in their development since the pa- 
tient's milia were sharply confined to 
areas of solar elastosis. The distribu- 
tion of vellus hairs from which most 
primary milia develop closely corre- 
sponds to the distribution of milia in 
this family. However, the reason why 
trichoepitheliomas predominate on 
the nose and cylindromas on the scalp 
is unknown. 

The treatment of the trichoepithe- 
liomas and cylindromas has been very 
satisfactory in my patient. There have 
been no recurrences at sites previous- 
ly treated with electrosurgery during 
a follow-up period of two years. This 
varies with the experiences of other 
authors, some of whom have consid- 
ered excision and grafting as the cnly 
definitive therapy.* 
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Erythema Gyratum Atrophicans 


Transiens Neonatale 


Ferdinando Gianotti, MD, Elisa Ermacora, MD . 


An unknown dermatosis was observed 
in an infam girl. During the newborn 
period, she had a generalized, patchy, 
erythematous eruption of about 60 round 
erythematous patches on the trunk, 
thighs, heac, labial mucosa, and palate. 
After a few weeks, the lesions became 
whitish. atrephic, and depressed, and 
they were surrownded by an erythematous 
and slightly nfiltrated border, which was 
occasienally lobulated. Histologically, the 
lesions demonstrated a thin epidermis 
overlying ar edematous dermis. Around 
the border 5f the lesions the collagen 
bundles were infiltrated with mononuclear 
cells. Granu:ar deposits of IgG, C'3, and 
C'4 were faund at the dermoepidermal 
junction anc around the superficial capil- 
laries. "he lesions healed completely and 
spontaneously within a year. 


hree years ago, we had the oppor- 

tunity to observe an infant girl 
with a dermatosis that we propose to 
name “erythema gyratum atrophicans 
transiens neonatale" to differentiate 
it from other unusual figurate erythe- 
mas and frem the atrophic erythemas. 
We have found no reports of a similar 
clinica. ent ty described in the litera- 
ture. 
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REPORT OF A CASE 


The mother of the patient, a primigra- 
vida, had a normal pregnancy and had 
taken only aspirin during the first months 
of pregnancy. She did not have clinical 
evidence of lupus erythematosus. The baby 
was born after a full-term pregnancy and 
her weight was 2,700 gm (5 lb 15 oz). She 
suffered from candidiasis of the mouth 
during her first 15 days, and at the end of 
the first month from otitis and bronchi- 
tis. 


Fig 1.—Roundish patches moderately 
lobulated, atrophic on inside, and sur- 
rounded by erythematous slightly raised 
border. 





During the first days of life, the infant 
developed two erythematous patches on 
her thorax and for several days many other 
lesions developed on the trunk and neck. 
Erythematous lentil-shaped lesions also 
appeared on the lips and palate, where they 
persisted for about two months. 

When seen by us, the patient was 2% 
months old, and her weight was 4,100 gm (9 
Ib). Her liver was enlarged but not tender, 
with the lower border reaching the umbil- 
ical transverse line. Inguinal and axillary 
lymph nodes were enlarged. 

Her skin was thin and characterized by 
an intense red, mesh-net-like appearance; 
there were approximately 50 round, 
discrete, glossy, atrophic and slightly de- 
pressed patches varying from 3 to 20 mm in 
size. These were surrounded by a slightly 
raised 1- to 2-mm erythematous border 
(Fig 1). The patches were scattered mainly 
over the trunk and in the inguino-crural 
region erythematous dots were scattered, 
inside the patches. The larges: lesions were 
spread over the trunk, and their edges 
were slightly lobulated. 

Four lesions were seen on the jaw and on 
the upper lip. Six lesions, which were 
yellowish, slightly scaling, and hairy, were 
located in the right temporoparietal 
region. Another lesion was seen in the 
center of the flexor surface of the 
forearm. 


Laboratory Data 


Laboratory studies showed that the 
values for complete blood cell court, 
platelet count, serum protein electrophore- 
sis, serum cholesterol, serum calcium, 
serum glutamic oxaloacetic transaminase, 
serum glutamie pyruvic transaminase, and 
erythrocyte sedimentation rate were all 
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bundles is dissociated; mononuclear cells are scattered throughout dermis and cluster 
at margins and around vessels (hematoxylin-eosin, x 100). 


within normal limits. Tests for antinuclear 
factors and syphilis were negative for both 
the patient and her mother. 


Histologic Findings 


The biopsy specimen of a lesion from the 
thorax (Fig 2) demonstrated that the 
epidermis in the center of the lesion was 
reduced to two or three layers, without any 
degeneration of the basal cell layer or 
disruption of the dermoepidermal junction. 
The dermis was remarkably edematous, 
especially the papillary layer. The collagen 
bundles appeared swollen, separated by 
edema, and infiltrated by isolated mononu- 
clear cells. On the borders of the lesion and 
around the capillaries, the mononuclear 
cells were grouped together. The vessels, 
eccrine sweat glands, sebaceous glands, 
and subcutaneous tissue were normal. 


immunologic Findings 


Sections of the lesions examined by 
immunofluorescence demonstrated that at 
the dermoepidermal junction and in the 
capillaries of the superficial dermis there 
were a few granular deposits of immuno- 
globulin IgG and complement C’3 and (’4. 
The deposits of C’3 and C’4 were clearly 
evident, there were no deposits of IgM, 
IgA, or fibrinogen. 


Course 


After the early eruptive phase, which 
lasted a few days, there were no new 
cutaneous lesions. The atrophic erythema- 
tous lesions gradually healed spontaneous- 
ly. The smaller lesions disappeared in 
about six or seven months, while the larger 
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ones remained longer as whitish, smooth 
areas crossed by violaceous capillaries. The 
girl is now 3 years old and shows normal 
development; her skin is totally clear. 


COMMENT 


The erythematous, atrophic, cuta- 
neous lesions, active only on the edges, 
which appeared during the new-born 
period and lasted less than a year, 
seem to us to be clearly differentiated 
from known figurate, circinate, ar- 
cuate, polycyclic, or dyschromic ery- 
themas, fixed or migratory. The 
patient’s lesions also differ from the 
unusual figurate erythemas' and from 
other atrophic erythemas of infancy. 

Erythema annular centrifugum is 
characterized by annular lesions? that 
enlarge progressively for days or 
weeks and often relapse. 

Erythema gyratum perstans is of- 
ten familial in occurrence and some- 
times is associated with other develop- 
mental abnormalities. It appears in 
the newborn period over the entire 
skin and consists of rapidly enlarging 
erythematous lesions that which usu- 
ally last a few days and reappear for 
many years. 

Erythema chronicum migrans 
arises around the site of a tick bite 
inoculating a Rickettsia and later 
spreads. 

Erythema marginatum rheumati- 
eum? appears in children suffering 
from rheumatic fever and is charac- 


terized by annular or arcuate erythe- 
mas that spread rapidly and last only 
a few hours or days, but it mzy appear 
on and off for prolonged periods. 

The erythema of Still disease 
(chronic juvenile polyarthritis) are 
scattered erythematous macules 3 mm 
or less in diameter, usually associated 
with fever, and often with sp enomeg- 
aly, lymphadenopathy, a positive 
Rose-Waaler test, and later with joint 
manifestations. 

Erythema dyschronicum »erstans* 
demonstrates extensive greyish mac- 
ules with red infiltrated marzins that 
tend to coalesce, and hypome.anotic or 
hypermelanotic macules. The condi- 
tion slowly extends and is persist- 
ent. 

Congenital phlebectasia (catis mar- 
morata telangiectasia congenita) is 
characterized by persistent citis mar- 
morata, without atrophy ir the in- 
volved areas, and dilated veins in the 
lower dermis. 

Lupus erythematosus, histological- 
ly, is characterized by liquefaction 
degeneration of the basal cell layer, 
disruption of the dermoepidermal 
junction, and fibrinoid degenerations 
of the connective tissue and of the 
walls of small vessels. Deposits oM 
immunoglobulin (IgG, IgM, and IgA) 
and complement at the dermoepi- 
dermal junction occur, as well as 
multiple other laboratory and clinical 
abnormalities. In our case on the 
contrary, the immunological data ob- 
tained correspond to those zenerelly 
found in functional lesions of the 
capillaries in which IgG and comple- 
ment filter through and form deposits 
at the dermoepidermal junction. 


Alberto Giannetti, MD, Pavia, Italy, performed 
the immunofluorescent studies. 
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Unilateral Nevoid Telangiectasia 


With Gastric Involvement 


Robert L. Aaderton, MD, J. Graham Smith, Jr., MD 


A 4%yearoid man with liver disease 
developed : unilateral telangiectatic le- 
sion over the left trigeminal and left C3, 
C4, C5. anc 71 dermatomal areas. This 
case fulfille the criteria for unilateral 
nevoid telapgiectatic syndrome (UNTS), 
and as such represents the 11th reported 
case of UNS and the first case, to our 
knowledge, >f visceral involvement asso- 
ciated with a similar vascular malforma- 
tion. A hemorrhagic tendency is present 
in this synd*ome when there is gastroin- 
testina! invcivement. 


raditionally, telangiectasias are 

classifed into two major catego- 
ries. Primery telangiectasias include 
hereditary hemorrhagic  telangi- 
ectasia, universal angiomatosis, gen- 
eralized essential telangiectasia, and 
unilateral 3evoid telangiectatic syn- 
drome (UN TS): Secondary telangie- 
ctasias incude these related to other 
disturbances and subsequently are 
features cf basa! cell epithelioma, 
necrobiosis lipoidiea, radiation injury, 
mastocytosis (telangiectasia macular- 
is eruptiva perstans) and certain 
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atrophic processes, such as the poi- 
kilodermas.?* Primack recently de- 
scribed a patient who had telangi- 
ectasia overlying a metastatic tumor 
nodule, and other authors have em- 
phasized the diagnostic implication 
of  periungual telangiectasia in 
lupus erythematosus, dermatomyosi- 
tis, rheumatoid arthritis, and sclero- 
derma.** 

The following unusual case prompt- 
ed us to review previous reports of 
UNTS (Table 1) and attempt reclassi- 
fication of telangiectatic syndromes. 
In this classification we acknowledge 
that telangiectasias may be congen- 
ital or acquired and, furthermore, 
propose that involvement of other 
organs may occur with UNTS just as 
it does with nevus flammeus (Table 
2). 


REPORT OF A CASE 


A 49-year-old male alcoholic was seen in 
October 1973 for evaluation of a vascular 
malformation. Nine years previously, he 
had been hospitalized because of jaundice 
and was told he had cirrhosis. At that time, 
the patient had a few scattered lesions over 
the left cheek. A dermatologic consultant 
stated that these lesions were "spiders." 
Since then, the patient noted that the 
lesions fluctuated in severity (size), being 
worse just prior to hospitalization; there 
was subsequent clearing of the lesions 
while he was hospitalized for his liver 
problems. 

During the year prior to the present 
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evaluation, the patient had been hospital- 
ized three times for alcoholic hepatitis or 
hepatic coma or both. The patient had no 
trauma to the left side of his face or neck. 
Both the patient and his family agreed 
that no "birth mark" had ever been present 
on the patient's face prior to the appear- 
ance of the lesions nine years ago, and a 
sister possessed a photograph to verify 
this. 


Past Medical History 


When he was a teenager, the 
patient had boxed without having 
bleeding problems, but since 1964, he 
has noted "free bleeding" when he 
nieks himself while shaving. He had 
no spontaneous epistaxis. The patient 
has experienced recurrent episodes of 
gastrointestinal bleeding, and during 
a previous hospitalization in July 1973, 
a duodenal uleer had been found 
during examination of the upper 
gastrointestinal tract. Numerous tests 
for blood in the stools have been posi- 
tive; results of red blood cell studies as 
well as the values for iron and iron- 
binding capacity have been consistent 
with iron deficiency anemia. Results 
of liver function studies have been 
abnormal for the past ten years. The 
patient had received blood on at least 
one occasion for gastrointestinal tract 
bleeding. 

There was no family history of 
seizures, mental retardation, hepati- 
tis, or skin lesions similar to those of 
the patient. His mother died in her 
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Fig 1.—Patient showing unilateral in- 
volvement and apparent dermatomal dis- 
tribution of vascular lesion. 





Fig 2.—Note engorgement of left sub- 
glossal area and "cobble-stone"' appear- 
ance of the left upper lip. 


Fig 4.—Vascularity of left fundus is seen; 
macula located at lower right. 
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40s of uterine bleeding during meno- 
pause. The patient had a cataract 
operation of the right eye in 1972 and 
a hemorrhoidectomy in 1969. 


Physical Examination Findings 


The patient was an unkempt man 
who had moderate clubbing of the 
fingernails bilaterally. There was a 
vascular lesion that was present over 
the ophthalmic, mandibular, and max- 
illary distribution of the left trigem- 
inal nerve and the dermatomal areas 
of C3, C4, C5, and T1 on the left side. 
Several stellate telangiectasias were 
present on the right cheek and the 
right side of the back part of the chest. 
Other telangiectatic lesions varied in 
appearance from those with a pulsa- 
tile central punctum with radiating 
legs to those with thread-like linear 
telangiectasia. Many of the vascular 
lesions were raised, reddish nodules 
that blanched on diascopy. 

The striking unilateral nature of 





Fig 3.—Diffuse telangiectatic lesions on 
left buccal mucosa. 


Fig 5.—Vascularity of right fundus is 
seen; macula located at lower left. 








the vascular lesion and the "pseudo" 
ptosis of the left upper eyelid are 
shown in Fig 1; the left subglossal 
engorgement and the cobblestone-like 
left side of the upper lip are seen in 
Fig 2; and the left buccal mucosal 
involvement is seen in Fig 3. Compar- 
ison of Fig 4 and Fig 5 demonstrates 
the vascular involvement of the left 
and right fundi, respectively, and the 
obvious increased vascularity in the 
left fundus. No lesions were noted on 
the nasal mucosa, pinnae of the ears, 
or on the fingertips, palms, or soles. 
Abdominal examination showed the 
liver to be 6 em to overall percussion, 
without a palpable edge. Neither an 
increased abdominal venous pattern 
nor hemorrhoids were noted, and 
there was moderate testicular atrophy 
bilaterally. Neurological examination 
showed no localizing signs, and car- 
diovascular examination disclosed no 
bruits suggestive of arteriovenous 
fistulae. 


Laboratory Findings 


Laboratory studies showed that the 
values for cholesterol, glucose, blood 
urea nitrogen, and electrolytes were 
normal. The VDRL test for syphilis 
was negative. Other studies showed 
the following values: hematocrit read- 
ing, 38%; white blood cell count, 5,000/ 
cu mm; platelet count, 148,000/cu mm; 
prothrombin time, 14 seconds (control 
reading, 12.3 seconds); partial throm- 
boplastin time, 42.5 seconds (control 
reading, 34.7 seconds); total serum 


Fig 6.—Multiple telangiectasia on gastric 
mucosa (arrows); note white appearance 
due to light reflected from fiberoptic 
gastroscope. 
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bilirubin, 1.8 mg/ 00 ml; serum alka- 
line phosphatase, 182 international 
units (IU; (normal, 30 to 115 IU); 
serum glu-amic oxaloacetic transami- 
nase, 71 IU (normal, 18 to 38 IU); 
serum lacie dehwdrogenase, 212 IU 
(normal, 9* 5o 200 IU); serum calcium, 
8.1 mg/10® ml; sezum phosphorus, 4.5 
mg/100 nr; and total serum protein 
6.2 gm/10€ ml, wi-h a serum albumin 
value of 22 gm/190 ml. 

Roentgenegrams of the skull and 
chest, as well as brain scan, electrocar- 
diogram, and lumbar puncture find- 
ings, were normal. Studies of the 
arterial bleod gases while the patient 
breathed room airshowed the pH was 
7.42, the oxygen pressure (Po,) was 71 
mm Hg, aac the carbon dioxide pres- 
sure (Pco.) was 35 mm Hg. After 
breathing -00% oxygen for a period of 
15 minute , his pd was 7.43, his Po, 
was 410 mm Hg, znd his Pco, was 31 
mm Hg. 

A liver scan showed that there was 
diminishec uptake over the liver and 
inereased aptake »ver the bone mar- 
row, a finding that was consistent 
with eirrhesis. The radiologic consul- 
tant believed that arteriography 
would not be frurful in establishing 
the presence of arteriovenous fistulas 
because of the Po, reading that rose to 
410 mm Hg during 100% oxygen inhal- 
ation and the lwer sean findings 
suggesting cirrhosis. 

Liver b«opsy was not performed 
because of clotting abnormalities. Ex- 
amination of the upper gastrointes- 
tinal trac disclosed a questionable 
deformity in the duodenal bulb. 
Endoscopy showed scattered telan- 
giectatic lesions involving the entire 
gastric mucesa (F g 6) without appar- 
ent esophageal varices; no duodenal 
uleer was seen, ner was active bleed- 
ing seen rom tbe multiple telangi- 
ectasias. Eesults of proctoscopie ex- 
amination were nermal. 


Histepatholegic Findings 


The ep:dermis appeared normal. 
Numerous dilated vessels were located 
in the micdie-dermis and upper der- 
mis, with walls o: varying thickness 
but witheut ap»arent endothelial 
proliferati»n (Fig 7). A few dilated 
vessels we-e-seen m the deeper part of 
the derms as well. Elastic tissue 
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Fig. 7.—Multiple telangiectasias in mid- 
dle and upper dermis (hematoxylin-eosin, 
x 100). 





Fig 8.—Internal elastic membrane ab- 
sent in telangiectatic vessel wall (resorcin- 
fuchsin, x 450). 


stains showed no internal elastic 
membrane in the vessel walls (Fig 
8). 


COMMENT 


Reclassification of telangiectasias 
is necessitated by the constant de- 
scription of “unusual” variants of 
previously described syndromes, such 
as the various formes frustes of 
Sturge-Weber syndrome, ie, Lawford, 
Milles, Jahnke, and Schirmer syn- 
dromes.* Furthermore, additional 
new observations have been made 
that make classifieation even more 
imperative. Although the proposed 
chart is not all inclusive, it does 
provide a reference for consideration 
of a differential diagnosis if telan- 
giectasias are puzzling. 

Bean" and Braverman? mention the 
rare occurrence of unilateral vascular 
spiders (and imply that there is an 
apparent absence of visceral telan- 





giectasia with eutaneous spiders). Al- 
though scattered reports of the occur- 
rence of unilateral spiders have 
appeared in the literature,'^**-? there 
is a great deal of controversy about 
what these findings mean. 

In 1963, Billings described a patient 
with unilateral vascular spiders who 
developed telangiectatic lesions while 
pregnant and whose lesions resolved 
following termination of the pregnan- 
cy.* One year later, Bowen presented a 
case of unilateral essential telangi- 
ectasia.’ Since then, other cases have 
been reported of unilateral vascular 
lesions that have been associated with 
either liver disturbanees or pregnan- 
cy.'?1*? Years before, Obermayer had 
mentioned the possibility that the 
UNTS represented a subgroup of 
hereditary hemorrhagic telangiecta- 
sjia.'^ Our patient's gastric involve- 
ment is a finding that supports his 
proposal. 

Mirrer et al hypothesized that the 
unilateral distribution of the lesions in 
the cirrhotic woman he described 
probably represented a latent congen- 
ital vascular nevus that became clini- 
cally evident because of the altered 
hormonal status or altered venous 
pressure in the patient.' Unfortuna- 
tely, neither estrogen levels nor 
venous pressure recordings were re- 
ported in his case. A similar explana- 
tion was proposed by Aram and 
Soloman as well as others. Most 
recently, Greer reported a case in 
which a cirrhotic man had this 
syndrome; Greer reiterated the pre- 
vious theory regarding the origin of 
the lesion." 

Lever" included nevus flammeus 
under the category of hemangiomas, 
but he considered that such lesions 
most probably represent telangi- 
ectasia and not true angiomas. This 
explanation was premised upon 
Schnyder’s work,^ which demon- 
strated the absence of endothelial 
proliferation at any time in the evolu- 
tion of nevus flammeus. We classified 
nevus flammeus as a primary telan- 
giectasia (development defect) and, 
furthermore, consider that UNTS be- 
haves like a “subclinical nevus flam- 
meus lesion” that under appropriate 
pathophysiologic alteration becomes 
clinically evident. As noted in Table 1, 
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Table 1.—Reported Cases of Unilateral Nevoid Telangiectasia Syndrome 





Sex/Age of at Which Lesion Other Conditions Systemic 
Source, Year Patient, yr Noted, yr* Distribution Present Involvement 
Zeisler, 19226 F/22 A/21 Left arm, left shoulder Pregnancy None 
Tommasi, 19237 F/20 A/11 Unknown Redder during estrogen None 
phase of menses 
Billings, 19638 F/26 A/25 Right hand, right forearm Pregnancy None 
Bowen, 1964? F/NG A/13 Left side of neck, left Pregnancy None 
extremities, left cheek 
Mirrer et al, 1971! F/52 A/51 Right side of body, Cirrhosis None 
extremities, oral mucosa 
Selmanowitz, 197010 M/47 C/NG Left side of face None None 
F/21 A/14 Left side of face, eyelid None None 
and neck 
Aram & Soloman, 1970!! F/28 A/26 Right side of chest Pregnancy None 
right arm 
F/25 A/20 Right side of chest Hepatic disease and None 
estrogen treatment 
Greer, 197412 M/54 A/NG Right side chest Cirrhosis None 


right shoulder 
Anderton & Smith, M/49 A/40 See text Cirrhosis Gastric 
Present Study, 1975 involvement 


Type of Lesion/Age 


* A indicates acquired; C, congenital; NG, not given. 


ten of the 11 patients thus far 
described have “acquired” lesions. The 
single congenital case'" might repre- 
sent a "link" between the common 
nevus flammeus lesion and the UNTS. 
If one considers that UNTS can act as 
if it were a subclinical nevus flam- 
meus, one would expect to see visceral 
vaseular involvement much like that 
seen with Sturge-Weber syndrome. 
Our case demonstrated this finding. 

The rarity of this syndrome (UNTS) 
necessitated eliminating other more 
common diagnostic possibilities. 

The findings of unilateral trigem- 
inal distribution and increased retinal 
vascularity'*?" are consistent with the 
features of Sturge-Weber syndrome. 
However, the acquired nature of the 
lesion, the lack of central nervous 
system findings, and the absence of 
abnormal skull films are findings that 
strongly rule against a diagnosis of 
Sturge-Weber syndrome or formes 
frustes thereof. 

The possibility that this was a case 
of hereditary hemorrhagic telangi- 
ectasia with both liver and gastroin- 
testinal involvement is intriguing, but 
the unilateral vascular distribution, 
the absence of involvement of nasal 
mucosa, fingers or toes, as well as the 
lack of a family history of the disease 
negate this diagnosis. Although not 
necessary, a further finding of arteri- 
ovenous fistula with abnormal chest 
roentgenogram, suggestive liver scan, 
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Primary 


Generalized essential telangiectasia 
(angioma serpiginosa) 





Universal angiomatosis*? 
Venous lakes 

Ataxia telangiectasia* 
Nevus araneus 


Hemorrhagic hereditary telangiectasia 
(Rendu-Osler-Weber syndrome) 


Nevus flammeus 
Without systemic involvement 
With systemic involvement* 
Sturge-Weber syndrome and 
formes frustes 
Maffucci syndrome 
Klippel-Trenaunay syndrome 


Unilateral nevoid telangiectasia syndrome 
Without systemic involvement 
With systemic involvement*t 


Girdle telangiectasia 





* Systemic involvement. 
T Our patient. 


or inability to raise the Po, would have 
supported this diagnosis. 

The diagnosis of generalized essen- 
tial telangiectasia ean be discounted 
because by definition, generalized 
essential telangiectasia is a condition 
that does not involve other organs. 
Most patients with generalized essen- 
tial telangiectasia are women with 
lesions predominately on the legs. 
Because there was an absence of 
alkaline phosphatase activity in gen- 
eralized telangiectasia, McGrae and 


Table 2.—Classification of Telangiectasia 
Ier to eese. s d ME 





Secondary 


Scleroderma 
Morphea 
Progressive systemic sclerosis 


Lupus erythematosus 
Dermatomyositis 
Poikilodermas 
Radiation injury 
X-ray 
Actinic 
Atrophic progresses 
Post-traumatic 
Steroid-induced 


Tumors 
Primary 
Mastocytosis 
Basal cell carcinoma 
Metastatic 


Xeroderma pigmentosa 
Pseudoxanthoma elasticum 
Rosacea 
Degos disease 






















Winkelmann hypothesized that gener- 
alized telangiectasia was possibly 
analogous to varicose veins at the 
venule level? Alkaline phosphatase 
stains were not done in our case, but 
such studies might be worthwhile as 
they could provide further evidence 
that UNTS representes a subgroup of 
generalized essential telangiectasia, 
as suggested by Mirrer, et al. 

Ataxia telangiectasia was most un- 
likely in our case because of the 
absence of ataxia, the absence of 
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recurren sinopalmonary infections, 
and the late onse of the lesions. Thus, 
UNTS seemed te be the most appro- 
priate diagnosis. since patients with 
UNTS either hare been pregnant or 
have severe liver disease. No involve- 
ment of viseera has been found 
previously. The subjective worsening 
of the lesions accempanied by deterio- 
rating liver status and diminution of 
the lesions with subsequent improve- 
ment of ‘iver status are in keeping 
with previous observations concerning 
this entity. The serious liver impair- 
ment is likewise n keeping with the 
features cf this s-ndrome. 

At the time of endoscopy, the 
patient had negative tests for stool 
blood and a stablehematocrit reading. 
Although active beeding was not seen 
at this time, neitaer were varices or 
uleers seen, and »oth of these were 
previously thought to be responsible 
for the anemia. Irterestingly, despite 
the presence of unilateral cutaneous, 
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funduscopic, subglossal, and buccal 
mucosal lesions, the entire gastric 
mucosa was involved with the telan- 
giectatic process. Certainly, these gas- 
tric mucosal telangiectasias represent 
a potential site for gastrointestinal 
tract bleeding. 

The importance of our case is that 
the findings support Obermayer’s 
hypothesis that UNTS may represent 
a condition similar to hereditary 
hemorrhagic telangiectasia. The 
above problem is not totally resolved, 
but we can now at least view UNTS as 
occurring in the same setting as nevus 
flammeus, notably with or without 
systemic involvement. The major dif- 
ferentiating features of UNTS from 
hereditary hemorrhagic _ telangi- 
ectasia are the unilateral occurrence; 
the absence of family history; the 
absence of physical findings showing 
involvement of palms, soles, nasal 
mucosa, or fingers; and the subjective 
worsening of the telangiectasia with 
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the onset of “hormonal” dysfunction 
and the subsequent improvement of 
the telangiectasia with decrease of the 
“dysfunction.” 

Although there undoubtedly wil! be 
further reports of unusual cases of 
“atypical telangiectasia,” we believe 
that the proposed classification pro- 
vides a method of thinking about 
vascular lesions that appear as telan- 
giectasia. Certainly, by familiarizing 
oneself with the clinical features of 
the most common telangiectasias, der- 
matologists will be more aware of 
those patients, such as ours, who have 
visceral vascular lesions that may be 
contributing to their medical prob- 
lems. 

Since this report was prepared, 
another case of UNTS has been 
reported.” 


This investigation was supported by grant 
AMO5586 from the National Institutes of 
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Psoriasis on Tumor 


David A. Paslin, MD, Edward A. Sprague, MD 


Indicators of the relative contribution of 
epidermis and dermis to the pathogenesis 
of psoriasis may be obtained from clinical 
observation. We studied a case of clini- 
cally characteristic and histologically 
identifiable plaque of chronic psoriasis 
occurring over transitional cell carcinoma 
metastatic to the dermis. The tumor 
substantially replaced the usual fibrous 
structure of the dermis, showing that a 
normally structured dermis is not requi- 
site for the presence of psoriasis. 


t has been argued that the basic 
pathogenetic defect in psoriasis is 
epidermal, that it is dermal, and that 
it is futile, or at least not feasible, to 
attempt to make such distinctions. 
Yet clinical and experimental evi- 
dence in support of each point of view 
continues to accumulate.'* 

Recently, it was shown that psoria- 
sis may occur on dermis grossly and 
permanently disrupted by old surgical 
scars. The case now reported shows 
that psoriasis may also occur on 
dermis grossly and permanently dis- 
rupted by tumor. This finding is 
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believed to strengthen the concept 
that psoriasis is an epidermogenic 
disease. 


Report of a Case 


A 54-year-old white man had the chief 
complaint of a swollen penis of ene week’s 
duration. The patient had had psoriasis 
since childhood. As a young man, he had 
received Fowler solution for treatment of 
his psoriasis. His medical history disclosed 
the subsequent removal of multiple actinic 
keratoses, squamous cell carcinomas, and 
basal cell carcinomas. 

The patient had plaques of psoriasis on 
the lower part of the abdomen, penis, and 
legs, as well as onycholysis and pitting of 
the nails. He had multiple keratoses on 
both sun-exposed and covered areas, 
including palms and soles. Unilateral pedal 
edema was observed. The ipsilateral ingui- 
nal nodes were enlarged and one of the 
abdominal plaques was wet, eczematized, 
and unusually indurated. A biopsy spec- 
imen of this indurated plaque showed 
psoriasis overlying a dermis substantially 
replaced by metastatic carcinor:a, and one 
biopsy specimen of the enlarged inguinal 
nodes also disclosed metastatic carcinoma. 
On cystoscopy, a submucosal nedule adja- 
cent to the left ureteral orifice was seen. A 
biopsy specimen of the nodule showed 
undifferentiated metastatic carcinoma of 
the transitional cell type. The primary 
tumor appeared to arise in the left ureter. 
An intravenous pyelogram ard a retro- 
grade pyelogram demonstrated a filling 
defect between the middle and proximal 
thirds of the left ureter. Tumor staining 
was seen at the same site on renal angiog- 
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Fig ’.—Ps>riasis on tumor (hematoxylin- 
eosin, origir ai magnification x 40). 


Fig 4.—Left, In papillary dermis, tumor 
substantially replaces collagen bundles 
and elastic fibers (Werhoeff elastic stain, 
origina! macnification x 250). Right, Con- 
trol section of psoriasis adjacent to tumor 
shows prominent collagen bundles and 
elastic fibers in papillary dermis (Verhoeff 
elastic stain, original magnification 
x 250). 


Fig 5.—L «f*, Absence of collagen bun- 
dies in papillae over tumor (Gomori tri- 
chrome, original magnification X 250). 
Right, Con ral section of psoriasis adja- 
cent to tuor shows prominent collagen 
bundles (Gemori trichrome, original mag- 
nification » 250). 


Fig 2.—Two strands of epithelia are 
interpreted to extend downward into the 
tumor mass from bottom of elongated rete 
ridge (hematoxylin-eosin, original magnifi- 
cation x 250). 
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laterally they do not (hematoxylin-eosin, 
original magnification X 100). 





raphy. Four months after examination, the 
patient died of metastatic disease. Autopsy 
disclosed tumor in the wall of the left 
ureter, the retroperitoneal space, the floor 
of the pelvis, the lumbar vertebrae, and the 
bladder trigone. 

The biopsy of the indurated plaque of 
psoriasis is described (Fig 1). The specimen 
of skin is characterized both by epithelial 
hyperplasia and by a cellular tumor. The 
surface is covered by thick orthokeratotic 
and parakeratotic scale interlayered with 
sheets of nuclear debris as well as small 
areas of amorphous eosinophilie globules. 
The granular layer is absent beneath areas 
of parakeratosis. The acanthotic prickle 
cell layer shows marked elongation of the 
rete ridges and thinning of the suprapapil- 
lary plates. Foci of necrotic prickle cells are 
present superficially. Many of the rete 
ridges form long strands of epithelia that 
extend deep into the tumor mass (Fig 2). 
The basal cell layer is otherwise intact. 
There is marked papillomatosis. The elon- 
gated papillae are highly edematous. They 
contain a few dilated capillaries and a 
sparse infiltrate of neutrophils and lym- 
phocytes. There is a diffuse and variably 
dense band of tumor cells that underlies 
the rete ridges and edematous papillae. In 
some areas, the tumor cells fill the papillae 
and come into direct contact with the 
suprapapillar epidermal plate (Fig 3). The 
tumor cells have large elliptical nuclei with 
a finely speckled chromatin pattern and 
abundant eosinophilic cytoplasm. Lightly 
admixed with the tumor cells are plasma 
cells, histiocytes, and lymphocytes. 

Stains were done for collagen, elastin, 
reticulin, glycogen, and mucopolysacchar- 
ide. In the areas of papillary dermis occu- 
pied by tumor, there is a marked diminu- 
tion of collagen and elastic fibers (Fig 4, 
left). This may be compared with the papil- 
lary dermis in areas of psoriasis adjacent 
to the tumor in which collagen and elastic 
fibers are abundant (Fig 4, right). In this 
case of psoriasis on tumor, there is little or 
no collagen in the edematous papillae over- 
lying the tumor. These papillae contain 
only edema, variably telangiectatie capil- 
laries, sparse neutrophils and lymphocytes, 
rare mast cells, and lightly stained eosino- 
philic material (Fig 5, left). By contrast, in 
areas of psoriasis adjacent to the tumor, 
the dermal papillae contain prominent 
bundles of collagen (Fig 5, right). It is 
noted that reticular fibers persist among 
the tumor cells, though they too are 
decreased in the papillae. The glycogen 
content of the psoriatic epithelia overlying 
tumor is similar to that of the psoriatic 
epithelia adjacent to the tumor. Epidermis 
uninvolved with clinical psoriasis was 
observed to overlie microscopic tumor 
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nodules located at the lower edge of the 
papillary dermis. This epidermis shows a 
mild acanthosis without elongation of rete 
ridges. 


Comment 


Clinically characteristic psoriasis is 
observed overlying a metastatic no- 
dule of transitional cell carcinoma. 
The histology of the lesion is identifi- 
able as psoriasis but was generally 
modified. The papillary dermis con- 
tains a dense and diffuse band of 
tumor cells replacing the usual fibrous 
substructure of collagen and elastin. 
This finding, prima facie, indicates 
that psoriasis may be present on a 
dermal bed bearing little resemblance 
either to normal dermal structure or 
to dermal structure ordinarily un- 
derlying psoriatic epidermis. Psoriasis 
is seen to rest not only on a substrate 
of tumor but also on a dermis substan- 
tially lacking a collagenous and elastic 
fibrous substructure. 

Notwithstanding the greatly al- 
tered papillary dermis and dermal 
papillae, the epidermal presentation is 
typical of psoriatic architecture and 
corresponds to Braun-Falco's zone 4.° 
Psoriasis on tumor is an example of 
the previously mentioned phenom- 
enon in which psoriasis may occur in 
spite of radical disruption of the 
dermis.’ It is clear that a normally 
structured dermis is not requisite for 
the occurrence of psoriasis. 

Grekin and Van Scott! presented a 
case in which widespread psoriatic 
plaques usually spared areas scarred 
by electrodesiccation. Yet, histological 
findings of the scarred sites clearly 
show a psoriasiform epidermis. Some 
diminution of scale and of vascularity, 
as a result of the scar, may be suffi- 
cient to account for the apparent clin- 
ical sparing of the scarred sites. There 
is little doubt that psoriasis is modi- 
fied by scar. Nonetheless, the pres- 
ence of psoriasis is not precluded by 
scar.’ 

In a discussion of the influence of 
the dermis on psoriasis, Van Scott 
noted that patients with generalized 
psoriasis who have lineae atrophicae 
failed to develop lesions of psoriasis in 
the areas of dermal atrophy.” Lineae 
atrophicae represent a loss centrally 
and a fragmentation peripherally of 


elastic tissue. This same absence of 
elastic tissue—as well as a marked 
diminution of collagen fibers—is seen 
in this case of psoriasis on tumor. The 
replacement of elastic and collagen 
fibers by tumor may be construed as 
an atrophy of these fibers. Yet 
psoriasis can plainly occur in this 
setting. 

The strands of epithelia that are 
seen in the tumor mass merit com- 
ment. Whether these strands repre- 
sent a hyperplastic response of the 
epithelium to a precedent vascular 
hyperplasia, a downgrowth of the 
epithelia in an attempt to gain 
nutrient, an almost total loss of 
mitotic control as stated in the chalone 
theory, or a compression of what may 
have been broad rete ridges by the 
tumor is not established. An attempt 
to gain nutrient is a preferred expla- 
nation. The necrotic foci of epithelia 
in the superficial part of the acan- 
thotic prickle cell layer may be 
germane. It seems possible that the 
high metabolic rate of psoriatic epi- 
thelia combined with tumor cell com- 
petition for nutrient may make the 
supply of nutrient to the epithelium 
inadequate and may account for both 
focal cell death superficially and 
downgrowth of the epithelial strands 
basally. 
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Candidiasis and Multiple 


Endocrinopathy 


With Ora! Squamous Cell Carcinoma Complications 


Robert A. Rewman, MD; Ira M. Rosenthal, MD; Lawrence M. Solomon, MD; 


Kirkor V. Karachorle, MD 


A 26-year-old man having multiple 
endocrinopathy (penicious anemia, hy- 
pothyroidis ^. hypoadrenocorticism, gon- 
adal failure and diabetes mellitus) and 
chronic candidiasis developed several 
rapidly growing primary tumors on the 
oral mucosa. Histo»ogically, the tumors 
appeared t» be ve-y well differentiated 
squamous -<el carcinomas. Yet, in spite 
of all therapeutic attempts, the tumors 
rapidly pregressec and within eight 
months res alted in disseminated carcino- 
matosis ane death. At autopsy the patient 
was found to hawe had a miniscule 
dysplastic thymus. E is postulated that in 
chronic caadidiasis and polyendocrino- 
pathy a defect may exist in immunologic 
cellular susweiliance for recognition and 
destruction-o! aberrant cells. 


hronie candida infection has been 
assoc ated with a syndrome 
characterized by functional failure of 
one or mc-e endccrine glands. This 
condition, transmitted as an auto- 
somal recessive tzait? can be mani- 
fested by wypopazathyroidism, hypo- 
adrenalism, gonacal failure, diabetes 
mellitus, and hypothyroidism.* Some 
patients kave als developed perni- 
cious aneraia.’ Al hough monilial in- 
fection msy precede the development 
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of other aspects of the condition by 
many years, it is apparently not 
responsible for the endocrine disease.' 
It has been postulated that both the 
candidiasis and the polyendocrino- 
pathy are manifestations of a basic 
immunologic disorder. 

We have recently studied a young 
man with this syndrome who devel- 
oped multiple squamous cell carci- 
nomas of the oral cavity. The associa- 
tion of malignancy in a young indi- 
vidual with an immune deficiency 
disease suggests malfunction of the 
surveillance system for recognition 
and destruction of aberrant cells.* It 
also suggests the possibility that other 
patients with this syndrome may be at 
increased risk for development of 
neoplasia. 


REPORT OF A CASE 


A 26-year-old man was admitted to the 
hospital for treatment of fungating masses 
in the oral cavity. 

The patient had had many previous 
hospital admissions. Two of us (I.M.R. and 
L.M.S.) have previously reported the find- 
ings in this patient,’* so that we will very 
briefly sammarize his medical history here. 
At the age of 2 years, he had developed 
signs of hypothyroidism and was treated 
with desiccated thyroid. At the age of 3 
years, he developed a candidal infection of 
his mouth and a productive cough. Candida 
albicans was isolated from skin, mouth, 
fingernails, and bronchial secretions. A 
lobectomy was performed at the age of 9 
years for localized pulmonary candidiasis. 
Numerous blood cell counts were per- 
formed, and there was neither anemia nor 














Fig 1.—Candidiasis of tongue, lips, and 
angular areas of mouth. 


Fig 2.—Nodular mass protuberant from 
vermilion surface of lower lip. 


leukopenia. The differential cell count was 
normal except during periods of bacterial 
infection (both Gram-positive and Gram- 
negative organisms) when polymorphonu- 
clear leukocytosis was present. The patient 
had been treated for erysipelas, cellulitis, 
osteomyelitis, and pneumococcal pneumo- 
nia during late childhood and adolescence. 
Serum electrophoresis at age 9 years 
revealed a total protein value of 7.6 gm/100 
ml, with y-globulin being 22.6%; p-globu- 
lin, 14.3%; a,-globulin, 11.3%; a,-globulin, 
6%; and albumin, 45.8%. Serum caleium and 
phosphorus levels were found to be normal 
on numerous occasions. The tuberculin 
(tine) test was also negative on numerous 
occasions. The candidal infection became 
more severe as he entered adolescence and 
ultimately involved the hands, feet, mouth, 
and fingernails. Amphotericin B therapy 
was instituted when the patient was 15 
years old,’ with marked clearing of the 
lesions. However, the mouth lesions recur- 
red. During adolescence, the patient was 
also noted to have achlorhydria and a fiat 
glucose tolerance curve. A megaloblastic 
anemia with megaloblastic bone marrew 
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Fig 3. 


magnification x 40). 


changes were found at about age 15 years. 
The anemia responded to injections of 
cyanocobalamin. 

At the age of 22 years, the patient 
developed a salt-craving syndrome with 
hyperpigmentation, weakness, lassitude, 
and anorexia. Excretion of urinary 17- 
hydroxycorticosteroids was low, with poor 
response to adrenocorticotropic hormone. 
He was treated with orally administered 
hydrocortisone and fludrocortisone, with 
marked improvement. At the age of 23 he 
developed impotence. A testicular biopsy 
specimen showed lack of spermatogene- 
sis. 


History of the Present Complaint 


At age 26, he developed a rapidly 
growing fungating lesion of his lower lip.* 
On examination, two striking features 
were in evidence: candidal dermatitis of 
the tongue, lips (Fig 1), and nails and a 7.5- 
em lobulated crusted fungating mass 
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—Section from biopsy specimen taken from tumor mass. 
Epithelial proliferation and horn pearl formation consistent with 
low-grade squamous cell carcinoma (hematoxylin-eosin, original 








Fig 4.—Dysplastic thymic tissue consisting of lymphocytes, 
clumps of large epithelial cells, and strands of spindle cells with 
scanty cytoplasm. Distinctive Hassall corpuscles are not present 


(hematoxylin-eosin, original magnification x 90). 


arising from the vermilion surface of the 
mid-lower lip (Fig 2). The rapidly growing 
tumor had been present for about four 
weeks when second and third fungating 
lesions appeared on the gingiva, buccal 
mucosa, and palate, and at sites remote 
from the first lesion. 


Histological Examination 


Four-millimeter punch biopsy specimens 
were taken from each lesion. The sections, 
stained with hematoxylin-eosin, were ex- 
amined by five dermatopathologists. All 
sections showed a similar light microscop- 
ical picture (Fig 3) with massive epithelial 
proliferation and horn pearl formation. 
The epithelial cells were large, but the 
normal pattern of maturation from basal 
to prickle cell to stratum corneum could be 
identified in the lesion. Three of the 
pathologists felt the lesions represented a 
benign tumor: possibly pseudoepithelioma- 
tous hyperplasia on an inflammatory basis. 


Two of the pathologists felt the lesions 
represented either keratoacanthomas or 
low-grade squamous cell carcinomas. 

Culture from the crusted areas on the 
lips revealed the presence of Staphylo- 
coccus aureus (coagulase-positive), £- 
hemolytic streptococci, Klebsiella, Aero- 
bacter aerogenes, and enterococci. Culture 
of crust material on Sabouraud medium 
demonstrated the presence of C albicans. 
Orally administered oxacillin and topically 
applied nystatin ointment were pre- 
scribed. 


Treatment 


The lesions were treated with x-irradia- 
tion over 69 days. The large lip lesion 
received 6,500 R (300 ,,, 2 mm copper at 50 
cm) over a 9-sq em field, later reduced to 5 
sq em for nine weeks. As new lesions 
appeared on the palate and buccal mucosa, 
a course of x-irradiation was started to 
treat these lesions. However, in spite of all 
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attempts to eontrol the lip and mucus 
membrane tumers with radiotherapy, the 
lesions progressed inexorably, and metas- 
tases were discovered in the regional 
lymph nodes. Incra-arterial perfusion with 
methotrexate was attempted, with poor 
response. The patient died eight months 
after the appearance of cancer of the lip. 


Autapsy Findings 


At autopsy, the lower lip was distorted 
by a large fungating mass that had indu- 
rated, raised, and ulcerated borders. The 
mass extended into the buccal groove and 
involved the gingiva. Histological sections 
of this lesion showed a well-differentiated 
epidermeid carcinoma. The anterior me- 
diastinum contained a scant amount of 
fibroadipose tissue. The thymus could not 
be identified gressly, and the mediastinal 
contents were fixed for histological exami- 
nation. This examination showed isolated 
islands of dysplastic and hypoplastic thy- 
mic tissue, consisting of a few lympho- 
cytes, clumps of large epithelial cells with 
vesicularmucle:, and strands of spindle cells 
with scanty cyteplasm and dark-staining 
spindle-shaped nuclei. Distinctive Hassall 
corpuscles were not present (Fig 4). 
However, a number of cystic spaces 
containing eosinophiliedebris and lined by 
flat-ended spindle celis were seen. The 
inferior vena cava was completely ob- 
structed by a thrombus. There were 
multiple thrombi in the pulmonary artery 
branches to the right, middle, and lower 
lobes. The liver was the site of many 
metastatic foei of epidermoid carcinoma. 
Both testes were markedly atrophic, with 
no evidence of spermatogenesis. 

The thyroid was quite small and weighed 
9 gm. ^A biopsy section showed severe 
atrophy with moderate lymphocytic infil- 
tration. The adrenals were also small, and 
together weighed less than 4 gm. The 
cortex was markedly thin, with sections 
showing severe eorticakatrophy with deple- 
tion of lipid amd mild focal lymphocytic 
infiltration. The pituitary gland was nor- 
mal. 

The lymph nedes were normal in size. 
Biopsy sections showec moderate lymphoid 
depletion of the cortex. There were no 
distinct germinal centers. Many plasma 
cells were scattered throughout the nodes. 
The parathyroids, bone marrow, pancreas, 
gastrointestinal tract, and other organs 
were normal. 

The immediate cause of death was 
considered te be multiple pulmonary 
thromboemboli, acute bronchopneumonia, 
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and septicemia, complicating metastatic 
squamous cell carcinoma of the lip in a 
patient with multiple endocrinopathy and 
chronic candidiasis. 


COMMENT 


It has been suggested that the 
syndrome of ehronic candidiasis asso- 
ciated with pelyendocrinopathy is the 
result of a basic immunological abnor- 
mality* The hypoplastic thymus 
found at autopsy in our patient is 
consistent with this hypothesis. It is 
not clear, however, whether atrophy 
developed later, as it did in the thyroid 
and adrenal glands. 

Although we have been unable to 
find another published report of a 
squamous cell carcinoma of the oral 
cavity complicating this syndrome, a 
personal communication from Dr. H. 
O. Perry, MD, of the Mayo Clinic, 
Rochester, Minn, has described treat- 
ment of such a patient. The develop- 
ment of this type of neoplasm in a 
young adult, judging from our own 
experience amd review of the litera- 
ture, must be a rare occurrence. Squa- 
mous cell carcinoma of the oral 
mucosa usual y occurs in elderly men 
with a long history of exposure to 
tobacco, betel nut chewing, excessive 
actinic exposure, or as a sequel to 
chronic syphilis. Frequently, an epi- 
thelial abnormality, such as leuko- 
plakia, precedes the development of 
the carcinoma.’ 

In other syndromes associated with 
an immunolozical abnormality, there 
has been noted an increased incidence 
of malignancy. These conditions in- 
clude ataxia telangiectasia, Bloom 
syndrome, and the Wiskott-Aldrich 
syndrome." [n addition, neoplasms 
have also appeared in patients during 
immunosuppressive therapy.” The de- 
velopment of an oral squamous cell 
carcinoma, which occurs rarely in the 
age group of our patient, suggests a 
defect in his cellular surveillance, 
perhaps associated with thymic hypo- 
plasia. Furthermore, the discordance 
between the microscopical appear- 
ance of the tumor, which suggests 
low-grade malignancy, referring to 
the well-differentiated nature of the 


tumor, and the virulent behavior of 
the neoplasm supports this hypothe- 
sis. It also suggests that other 
patients with this disease may be at 
increased risk for the development of 
neoplasia. 

It has recently been reported that 
transfer factor may be useful in 
combination with amphotericin B in 
the treatment of chronic candidiasis.” 
It would also be interesting to study 
the effect that transfer factor might 
have on the cellular surveillance for 
potential neoplastic cells in this syn- 
drome. 


Nonproprietary Name and 
Trademark of Drug 


Amphotericin B—Fungizone. 
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Use in women of childbearing age: Although 
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Coots and soothes hot, oozing, itching lesions... 
easily penetras hairy areas... 
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cosmetically eegant—invisible, odorless, 
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The Importance of Being Visually Literate 


Observations on the Art and Science 
of Making a Morphological Diagnosis in Dermatology 


Robert Jackson, MD, FRCP(C) 


Morphology (or living gross pathology) 
is being neglected in contemporary der- 
matology. It is high time for a renaissance 
of the teaching of the art and science of 
seeing, so that students, residents, and 
physicians can learn about basic morpho- 
logical changes in the skin, the raison 
d'être of the speciality of dermatology. — 

How do we see? How can what we see 
be recorded? What do these recordings 
tell us when applied to morphological 
diagnosis? Basing my arguments on the 
studies of Thomas and others, | will 
discuss the significance of how much a 
physician actually sees, the effect of 
certain emotional states and blind spots, 
the ability to synthesize visually, and the 
influence of prior knowledge. 


Eyes have they, but they see not. 
PSALMS 115 


t is my contention that living gross 
pathology, the sheet anchor of 
dermatology, is being neglected, This 
is manifest in many residency train- 
ing programs, in dermatology texts, 
in the dermatological literature, and 
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in scientific dermatology meetings. 
When did you last attend an in-depth 
seminar on the subject? When did you 
last read a current review article on it? 
When did you last give a paper on 
it? 

Living gross pathology is being 
neglected, although other aspects of 
morphology are not (eg, light micro- 
scopy, electron microscopy, scanning 
electron microscopy). It is interesting 
to postulate why. Could this be 
because it is obvious and so easily 
accessible? Or could this be because 
there is no elaborate equipment or 
microscopy required, no setup condu- 
cive to obtaining large grants for 
salaries of investigators or for equip- 
ment? All you really need is a good 
light, some mineral oil, a 10 x 
magnifying glass, and a pair of eyes. 
In the final analysis, everything 
depends on how you use those eyes. 

Another factor to be considered is 
that many of the infective granulo- 
mas, such as syphilis and tuberculosis, 
are now very rare. Instead of seeing 
four or five cases a year, a physician is 
unlikely to see more than one, if that. 
This means that a more basic morpho- 
logical technique must be applied to 
each such lesion, otherwise the clinical 
diagnosis portion of the examination 
will not receive its proper emphasis, 
and the reason for the lesion’s being 


seen by a dermatologist will no longer 
exist. 

Almost every patient who consults 
you has the management of his 
problem determined almost entirely 
by what you see. If I were a patient, I 
certainly would want my dermatol- 
ogist to be an expert in morphology. 

Once you get interested in morphol- 
ogy, it is amazing what you can see, if 
you look properly. 


TO LOOK 
IS NOT NECESSARILY TO SEE 


How do we see? How can what we 
see be recorded? What implications do 
the recordings have for morphological 
diagnosis and dermatology? 

To look closely, you must turn your 
eyes so that the image falls on the 
fovea. Only in this tiny region are the 
photoreceptor cells (cones) concen- 
trated and elongated and the inner 
layers of the retina thinned enough to 
permit rays of light to reach the cones 
unhindered. This combination allows 
for detailed vision. Therefore, only 1/ 
1,000 of the visual field can be seen in 
hard focus at a given moment. This 
works out to an area the size of a dime 
held at arm's length. 

If you shine a light on the convex 
surface of a person's cornea, you will 
see a white spot. A photograph of the 
spot can show the eye's line of sight 
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Fig 1.—Eye marker zamera (From Llewellyn Thomas E: Movements of the eye. Sci Am 219:88-95, 1968. Copyright 1968 by Scientific 


American Inc. All rights reserved). 


and hence what the person is looking 
at. If photographs »f this white spot 
(which often moves in small jumps 
called saccades) are combined with a 
motion picture of the scene being 
looked at (~ road, a pretty girl, an 
x-ray film) then ^he features and 
areas that were or were not looked at 
can be recomled. 

Using a rather complicated eye 
marker camera (Fig 1), Professor 
Llewellyn -homas of Toronto, Can- 
ada, has tra-ked and recorded what is 
looked at waen, forexample, a radiol- 
ogist looks at an x-ray film, a car 
driver looks aheac, or a group of 
healthy young mer look at a pretty 
girl. Às a result of *hese experiments, 
he made several fascinating find- 
ings." Four of these findings have 
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possible relevance to morphological 
diagnosis and dermatology. 

First, Thomas found that student 
radiologists, looking for pathologic 
features on x-ray films, did not, in 
fact, examine the whole film. For 
example, large areas of the lung fields 
were not looked at (Fig 2). Each radi- 
ologist had his own pattern of eye- 
seareh movements when looking at a 
chest x-ray film, so that each exam- 
iner did not look at the same areas of 
the film (Fig 3). These findings pre- 
sumably partially explain the report 
of Yerushalmy? that when five radiol- 
ogists examined 1,256 large x-ray 
films of the chest the number of posi- 
tive diagnoses varied from 56 to 100. 
Also, the radiologist who selected 100 
did not include all those selected by 


Fig 2.—Eye fixations on drawings of 
upper torso. Area of sharp vision is indi- 
cated by circle around each fixation point. 
Large areas of lung fields were not 
explored (From Llewellyn Thomas E: 
Movements of the Eye. Sci Am 219:88-95, 
1968. Copyright 1968 by Scientific Amer- 
ican Inc. All rights reserved). 
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the one who selected only 56. Even 
more startling is the fact that each 
radiologist disagreed with his own 
readings when he interpreted the 
same film a second time. For example, 
the reader who interpreted 59 films as 
positive when he read them the first 
time called 78 positive the second 
time. Here again, the 78 did not 
include all the original 59 films. 
Similar findings have been reported 
in more detail by Garland.’ He also 
reports that expert readers missed 
less than those readers of little experi- 
ence. The same lack of complete exam- 
ination was found in studying the 
visual fixations on an inkblot (Fig 4). 
Zeidner and Sadacca® report that 
skilled military photointerpreters ne- 
glected to report 54% of significant 
signs. 

What is the relevance of these find- 
ings to the use of the eyes in making a 
dermatological diagnosis? It is that a 
basic characteristic lesion may easily 
be overlooked. For example, in an 
eczematized pityriasis rosea, the oval 
erythematosquamous lesions with 
central scaly collarette are present 
only in a few areas and may be 
missed. 

Furthermore, surely the more time 
you spend looking the more you will 
see, and conversely the less you will 
miss. Michelson* has stated that if you 
are uncertain of your diagnosis, you 
should write out a complete descrip- 
tion of what you see, as this will help 
you make a diagnosis. I suggest that 
the process of writing makes you look 
more carefully, and that this "forced" 
looking is what helps—not the writing 
down. 

Now let's turn to the second finding 
of Thomas that I find interesting. A 
person in certain emotional states will 
deny looking at some emotionally 
charged feature, even though the eye 
movement record shows he has looked 
at it. In hysterical blindness, of course, 
this phenomenon reaches its highest 
peak. 

Conversely, when the eyes of a 
group of healthy young men are 
looking at photographs of attractive 
young women, not only do their eyes 
move more often, but there are more 
corrective jumps to bring the object to 
the center of the fovea, there are 
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fewer eye blinks, the eyes are opened 
wider, and the pupils are dilated. 

Surely this means that a dermatol- 
ogist interested in and enthusiastic 
about seeing will see more than one 
not so inclined. Furthermore, if one's 
interest is skin tumors, one will prob- 
ably see far more in patients with the 
nevoid basal cell carcinoma syndrome 
than in patients with cystic acne. 

If a dermatologist has a hang-up 
(say, about the perianal area), perhaps 
he will block out visual records of this 
area. In addition, motivation, self- 
confidence, fatigue, boredom, and 
medication may affect your capacity 
to see. 

A third finding is that a great deal 
of information that arrives at the 
brain from the retina fails to obtrude 
on the consciousness. Thomas reports 
that one of his driver subjects looked 
straight at a red traffic light and then 
proceeded to drive through it. He also 
reports that a person makes hundreds 
of hard-focus observations in which 
items were observed of which he has 
not the slightest recollection. In fact, 
there may be motor action, or even 
rather complex decisions may be 
made, in response to information 
received during forgotten or uncon- 
scious fixation. 

From a dermatological point of 
view this finding may be important in 
two ways: 

1. In some cases, the significant 
lesions are seen but for some reason 
not recorded in the consciousness. 
How often have you missed obvious 
findings and have had a colleague 
point them out to you, even though 
you are sure you must have "seen" 
them before? These are true blind 
spots. One of mine is eczema herpeti- 
cum. On several occasions, I made a 
misdiagnosis of atopic dermatitis with 
pyoderma and didn’t stop until the 
basic rather distinctive morphologic 
features of the lesions of eczema 
herpeticum had been repeatedly 
pointed out to me. 

2. Perhaps unconscious fixation also 
explains the synthetic or almost 
computerized visual ability that is 
characteristic of some dermatologists 
who have the ability to summarize 
quickly a visible dermatologic problem 
and come up with a diagnosis. The late 
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Professor Haxthausen in a superb 
paper, “How Are Dermatological Di- 
agnoses Made,” analyzes the findings 
such as basic lesion, color, arrange- 
ment, and distribution that a derma- 
tologist uses in arriving at a 
diagnosis. He points out that a 
dermatologist skilled in morphological 
diagnosis quickly makes a combina- 
tion or synthesis or both of all the 
details to make a diagnosis. This 
ability is what we do not find in 
students or residents, even though 
they may see and recognize all the 
basic findings. Professor Haxthausen 
compares the ability to combine or 
synthesize to that faculty which a 
painter or art critic uses when 
working on or studying a work of 
art. 

Tuddenham* develops and illus- 
trates a fascinating idea relative to 
this synthesizing ability. He suggests 
that all of what is seen by the retina 
may not be transmitted centrally. 
This means that something has to be 
added based on our index of suspicion, 
given clinical history, or past experi- 
ence. In other words, what is perceiv- 
ed is in part constructed by the 
observer. Also, there is no true seeing 
without recognition. In fact, at times 
we are so conditioned to a word or 
phrase that we see it even when it is 
not there in the correct form (Fig 5). 
When the original basic lesion is 
incomplete, this of course only makes 
the seeing more difficult, because not 
only is the true retinal image not 
faithfully transmitted, bat if the 
original image is incomplete to start 
with, even more reconstruction by the 
observer is required. Note how none of 
Tuddenham's ideas are modified by 
proper lighting, more frequent exami- 
nation, the use of a magnifving glass, 
or of oil to clear the lesion; they are 
deficiencies inherent in the process of 
seeing and recognizing. 

Here is the last of Thomas's find- 
ings I wish to comment on. With 
radiologists, prior clinical information 
certainly affects how they search an 
x-ray film for abnormalities.’ In fact, 
once clinical information is received it 
is probably impossible to suppress. 

The age-old dermatological practice 
of looking first and talking after- 
wards is probably based on the same 
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Fig 3.—Eye seareh movements; illustrates patterns of eye movements by different radiologists looking at chest films. (From Llewellyn 
Thomas E Search Behaviour. Radiol Clin North Am 7:403-417, 1969). 


phenomenon. Your accuracy of diag- 
nosis ma> be higher if you approach 
your visual examination without pre- 
conceived ideas. 

Another facter that alters the 
search pactern of radiologists is infor- 
mation learned from film itself.’ 

This is, of course, a well-known 
dermatolegical fact. If you see a few 
flat-topped skin papules on the flexor 
aspeets o- the waists, you look imme- 
diately for similar lesions on the geni- 
talia and n the mouth. 

One question unanswered by Thom- 
as's studies is why most students (and, 
in fact, Germatotogists) tend to fall 
into two groups: the small group that 
sees quickly and effortlessly and the 
larger graup thatsees slowly and with 
difficulty. If we knew the answer it 
might hep us select physicians for 
postgraduate training in dermatol- 
ogy. 

THINKING IN TERMS OF 

MORPHOLOGICAL GROUPINGS 

OF DISEASE 


When yeu beeome interested in 
looking, yeu start thinking of morpho- 
logical greupings of disease each time 
you are p»esentec with a dermatolog- 
ical condicien. You realize that blis- 
tering tinsa pedis and tinea cruris are 
examples of eczema, and that old 
terms suc. as eczema marginatum are 
valid. Un^ortuna:iely, when we look 
for guidance or help in current texts, 
none is available. They contain a 
mixture o” etiological chapters (eg, on 
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Fig 4.—Eye fixation on an inkblot. Area of sharp vision as shown by eye marker camera 
illustrates that viewer paid more attention to edges and that there were areas of ink blot 
that were never examined by foveal vision. (From Llewellyn Thomas E: Movements of the 
Eye. Sci Am 219:88-95, 1968. Copyright 1968 by Scientific American Inc. All rights 
reserved). 


bacterial diseases), morphological 
chapters (eg, on bullous eruptions) and 
just plain meaningless chapters (eg, 
on diseases of the skin and mucosae). 

Only three textbooks published in 
English since 1920 deal primarily or 
exclusively with the morphology of 
skin diseases. One is Pollitzer’s trans- 
lation of Darier’s Textbook of Derma- 
tology," another is Siemen’s General 
Diagnosis and Therapy of Skin Dis- 
eases translated by Kurt Weiner," 
and another is Fitzpatrick’s Differen- 
tial Diagnosis of Skin Diseases." All 
are now out of print. To try to correct 


Fig 5.—On first glance these phrases 
seem to be correct. But look again, and 
see what actually has been written. 
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rose is 


this situation, I have started to put 
together a text on the living gross 
pathology of skin diseases, based 
solely on what can be seen. 


COMMENT 


Now that you know where I stand, 
what is your reaction: 


You say morphology is dead—so what? The 
future of dermatology is dependent on 
elaborate laboratory investigative meth- 
ods, such as the freeze fracture technique 
of electron microscopy, indirect and direct 
immunofluorescent studies, laboratory 
studies on the adenosine 3-5 monophos- 
phate levels of the epidermal cell, and so 
on. 


Is it? Are we, basically, to become 
laboratory physicians, or internists 
with an interest in skin diseases? 

Do you know any internist or labo- 
ratory physician who can tell, by look- 


1. Thomas EL: Movements of the eye. Sci Am 
219:88-95, 1968. 

2. Thomas EL: Search behaviour. Radiol Clin 
North Am 7:403-417, 1969. 

3. Yerushalmy J: The statistical assessment of 
the variability in observer perception and 
description of roentgenographic pulmonary shad- 
ows. Radiol Clin North Am 7:381-392, 1969. 

4. Garland LR: Studies on the accuracy of 
diagnostic procedures. Am J Roentgenol 82:25-38, 
1959. 

5. Zeidner J, Sadacca R: Research on Human 
Factors in Image Interpreter Systems, Research 
Study 60-3. Human Factor Research Branch TAG 
Research and Development Command US Army, 
1960. 
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ing, the difference between pityriasis 
rosea and an erythemato-squamous 
eruption from gold, or the difference 
between localized scleroderma and 
lichen sclerosus et atrophicus? Surely, 
the ability to make such a diagnosis by 
looking is the nitty-gritty of derma- 
tology. 

Don't reach the conclusion that I see 
no importance in the laboratory 
aspect of the study of skin diseases. I 
want my residents to know about B 
and T lymphocytes, about the ultra- 
structure of viruses, about chalones, 
and about prostaglandins. But I also 
insist that they know all the morpho- 
logical differences between a vesicle 
and a bulla, that they can tell me at 
what level the blister is, and also that 
they can tell me the mechanism of 
formation and point out the various 
stages of formation and resolution. 
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CORRECTION 


=. 


I will end this plea for greater 
concern for the art and science of 
seeing in the study of morphology by 
quoting John Ruskin, the famous 
nineteenth century English author 
and art critic: 


The greatest thing a human soul ever 
does in this world is to see something and 
tell what he saw in a plain way. Hundreds 
of people can talk for one who can think, 
but thousands can think for one who can 
see. To see clearly is poetry, prophecy and 
religion—all in one." 


My interest in morphology has grown over the 
years, thanks to the stimulus of three dermatol- 
ogists in particular: the late George S. William- 
son, MD, of Ottawa, the late Henry Michelsor, 
MD, of Minneapolis, and Barney Usher, MD, of 
Montreal. 

The author acknowledges the help of Donald C. 
Montgomery, MD, and Alexander K. Roy, MD, 
who, as superb morphologists, did much to open 
his eyes. Miss M. Hummel, MA, did her usual 
excellent job rendering the author's text clear 
and intelligible. 


patterns and experience with radiological 
images. Radiology 103:523-528, 1972. 
1l. Darier J: A Text-Book of Dermatology. S. 


Pollitzer (trans), Philadelphia, Lea & Febiger, 
1920 


12. Siemens HW: General Diagnosis and 
Therapy of Skin Diseases. K. Weiner (trans), 
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Wrong Department Head.—The article "Hemangioma- 
Thrombocytopenia Syndrome: A Disseminated Intravas- 


cular Coagulopathy,” published in the January ARCHIVES 
(111:105-107, 1975) should have appeared as a CASE REPORT, 
not a REVIEW ARTICLE. 
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anti-inflammatory 





antifungal 








It’s plein to see that you need more than 
an ordinary topical steroid to clear a 
dermatitis nfected with fungi or bacteria. 

Vioform-H ydrocortisone, with its four- 
way action. provides the kind of comprehen- 
sive therapy many common dermatoses” 
require. 


*This drug nas been evaluated as possibly effective for these indi- 


cations. se=brie prescribing information. 
* Vioform-Hydrocortisone 
(iodochiorhydroxyquin and hydrocortisone) 


INDICATIONS 

Based an a review of this drug by the National Academy of 
SciencessNatieral Research Council and/or other information, 
FDA has classified the indications as follows: 

"Possibly" effective: Contact or atopic dermatitis; impetigi- 
nized eczema; SumMmular eczema; infantile eczema; endoge- 
nous chronic mectious dermatitis; stasis dermatitis; pyoderma; 
nuchal ezzersa and chronic eczematoid otitis externa; acne 


urticata; locasized or disseminated neurodermatitis; lichen 
simplex chro icus; anagenital pruritus (vulvae, scroti, ani); 
folliculitis; bacterial dermatoses; mycotic dermatoses such as 
tinea (capitis cruris, corporis, pedis); moniliasis; intertrigo. 
Final classification of the less-than-effective indications requires 
further inves*igation. 


CONTRAIN DICATIONS 
e Hypersensi'ivitytic Vioform-Hydrocortisone, or any of its ingredi- 

ents or related Compounds; lesions of the eye; tuberculosis of the 

skin; most viral skin lesions (including herpes simplex, vaccinia, 

and varice!!a]. 

WARNINGS 

This product is rot for ophthalmic use. 

In the presence »f systemic infections, appropriate systemic anti- 

biotics shauld be used. 

Usage in Pregneney 

Although topicatsteroids nave not been re- 

ported to have aa adverse-effect on preg- 

nancy, the safety of their use in pregnant fe- 

males hasnot been established. Therefore, 

they shouid not »e-used extensively on preg- 

nant patients in :arge amcunts or for pro- 

longed periods c* time. 
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PRECAUTIONS _ 

May prove irritat ng to sensitized skin in rare cases. If this occurs, 
discontinue therapy. May stain. 

If used under occlusive dressings or for a prolonged period, watch 
for signs of pituitary-adrenal axis suppression. 

May interfere with thyroid function tests. Wait at least one month 
after discontinuance of therapy before performing these tests. The 
ferric chloride test for phenylketonuria (PKU) can yield a false- 
positive result if Vioform is present in the diaper or urine. 
Prolonged use may result in overgrowth of nonsusceotible orga- 
nisms requiring appropriate therapy. 

ADVERSE REACTIONS 

Few reports include: Hypersensitivity, local burning, irritation, 
pruritus, Discontinue if untoward reaction occurs. Rarely, topical 
corticosteroids may cause striae at site of application when used 
for long periods in intertriginous areas. 

DOSAGE 

Apply a thin layer to affected areas 3 or 4 times daily. 

HOW SUPPLIED 

Cream, 3% iodochlorhydroxyquin and 1% hydrocortisone in a 
water-washable base containing stearyl alcohol, cetyl alcohol, 
stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 
water; tubes of 5 and 20 Gm. Ointment, 3% iodochlorhydroxyquin 
and 1% hydrocortisone in a petrolatum base; tubes of 5 and 20 Gm. 
Lotion, 3% iodocnlorhydroxyquin and 1% hydrocortisone in a 
water-washable base containing stearic acid, cetyl a!cohol, lanolin, 
propylene glycol, sorbitan trioleate, polysorbate 60, triethanolamine, 
methylparaben, propylparaben, and perfume Flora in water; plastic 
squeeze bottles of 15 ml. Mild Cream, 396 iodochlorhydroxyquin 
and 0.595 hydrocortisone in a water-washable base containing 
stearyl alcohol, cetyl alcohol, stearic acid, petrolatum, sodium 
lauryl sulfate, ard glycerin in water; tubes of Y? and 1 ounce. 

Mild Ointment, 3% iodochlorhydroxyquin and 0.5% hydrocortisone 
in a petrolatum base; tubes of % and 1 ounce. 


Consult complete product literature before prescribing. 


CIBA Pharmaceutical Company | 
Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07901 2/5007 
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(selenium sulfide 2.5%) 


Division of 
Allergan Pharmaceuticals 
Irvine, California 92664 


H G.S. Herbert Laboratories 


'Appraisal of Efficacy of Antidandruff 
Formulations, Albert M. Kligman, M.D., 
Ph.D., Richard R. Marples, B.M., M.Sc., 
M.R.C. Pathol., Larry R. Lantis, M.D., and 
Kenneth J. McGinley, J. Soc. Cosmet. 
Chem., 25, 73-91 (February 1974). 


*This category included the number of 


mentions for each "desirable" or “undesirable” 


effect, therefore, they total more than 35. 





Exsel Lotion 


We couldnt 
leave well enough 
alone. 








Recent studies verify the efficacy of 2.5% selenium 
sulfide shampoos! but the only product available until 
now left something to be desired: cosmetic accept- 
ability.In fact, nearly half the physicians we interviewed 
indicated they didn't use it for that reason. 

So we developed Exsel®And in clinical testing it's 
been proven equally effective and cosmetically supe- 
rior to the other 2.595 selenium sulfide lotion. Asked to 
compare the specific characteristics of the two prod- 
ucts, test subjects responded: 


“Exsefl lathers better” 














Lathering ability Excellent Good Fair Poor 
Exsel® 8 21 4 2 
Other Lotion 1 19 11 4 
GG 35 
Exsel smells better 
Odor | |  . Acceptable X  Undesirable 
Exsel® 23 12 
Other Lotion 15 20 


"Hair feels better” 


Overall appearance and feel of hair after shampooing* 
Acceptable Undesirable 


Exsel® 57 42 
Other Lotion 39 5€ 





DESCRIPTION: Contains: selenium sulfide 2.5% with: disodium edetate; bentonite; 
sodium linear alkylate sulfonate; alphaolefin sulfonate; glyceryl monoricino eate; 
silicone; titanium dioxide; citric acid monohydrate; sodium phosphate mono- 
basic, monohydrate; perfume and purified water. INDICATIONS: Selenium 
sulfide is indicated in the treatment of seborrheic dermatitis of the scalp, 
including dandruff. CONTRAINDICATIONS: The product should not be used 
by patients allergic to any of its components. WARNINGS: Safety for use in 
infants has not been established. PRECAUTIONS: 1. Chemical conjunctivitis 
may result if this preparation enters the eyes. 2.The product should be used 
with caution when acute inflammation or exudation is present as an increase 
in absorption may occur. ADVERSE REACTIONS: 1. Hair loss has been reported 
with the use of the product. 2. Discoloration of the hair may follow the use of 
selenium sulfide. This can be minimized by careful rinsing of the hair after 
treatment. 3. Oiliness of the hair and scalp may increase following the use of 
this product. ACCIDENTAL ORAL INGESTION: Selenium sulfide is highly toxic if 
ingested. Nausea and vomiting usually occur after oral ingestion. Treatment is to 
induce vomiting or if necessary perform gastric lavage, together with general 
supportive measures as required. Administer a purgative to hasten elimination. 


Medicolegal Task Force Report 


Survey of Malpractice Claims 


in Dermatology 


Jules Altmzn, MD 


A statisical survey of malpractice 
claims asserted against dermatologists 
was made The subject matter of the 
claims was divided into eight major cate- 
gories: (1) drug reactions, (2) x-ray burns, 
(3) peor cosmetic result following sur- 
gery, (4) poor cosmetic result following 
medicatior (5) failure to diagnose can- 
cer, (8) improper diagnosis, (7) infection 
from treatment, amd (8) miscellaneous. 
The study showed that a group of “seri- 
ous” damage cases, which accounted for 
34% of total claims, generated 94% of to- 
tal dollar bsses. The problem areas for 
malpractice claims appeared to be drug 
reactions, cosmetic chemosurgery, and 
failure to diagnose cancer. 


"pem problem ef medical malprac- 
tice 5 one of growing concern to 


all physic ans. The increasing number 
of malpractice claims and the diffi- 
culties ir obtaining adequate insur- 
ance, par-icularly for “class 5" physi- 
cians, ha- reached crisis proportions 
in some zreas of the country. 

In general, dermatologists have en- 
joyed a favorable experience with 
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malpractice claims. Dermatologists 
are usually grouped with the lowest 
insurance risk specialists unless spe- 
cial procedures, such as hair trans- 
plants, cosmetie chemosurgery, or x- 
ray therapy are used. 

Recently our specialty has been 
subject to some of the same pressures 
of increased malpractice claims as 
have the higher risk specialist groups. 

The medicolegal task force of the 
American Academy of Dermatology, 
National Program for Dermatology 
has undertaken a study of various as- 
pects of dermatologic malpractice. 

The purpose of this paper is to pro- 
vide a statistical survey of some of 
the malpractice problem areas in der- 
matology in order to better inform 
and educate the practitioner. 


SURVEY MATERIAL 


The statistical material for this 
survey was provided by the Medical 
Protective Co., Fort Wayne, Ind. The 
Medical Protective Co. provides pro- 
fessional liability protection for phy- 
sicians in 14 states: Illinois, Indiana, 
Iowa, Kansas, Kentucky, Massachu- 
setts, Michigan, Minnesota, Missouri, 
Nebraska, Ohio, Pennsylvania, Texas, 
and Wisconsin. The company does not 
operate in California or New York. 

The Medical Protective Co. pro- 


vides coverage for approximately 60% 
of dermatologists engaged in patient 
care practices in states in which it op- 
erates. The percentage of coverage 
varies somewhat from state to state. 
Although exact figures were not 
available, the survey can be consid- 
ered as including approximately 700 
dermatologists. 

All the statistics quoted in the sur- 
vey are based on the company-wide 
experience. These statistics do not re- 
flect the national dermatologic mal- 
practice experience, since the Medical 
Protective Co. is primarily active in 
the midwest; and the statistics are, 
therefore, weighted to the midwest 
dermatologic malpractice experience. 

In the past, it has been difficult to 
compile any significant statistical in- 
formation on malpractice, and our 
speciality is indebted to the Medical 
Protective Co. for their openness and 
cooperation in this survey. 

The claims included in this study 
were recorded as being asserted 
against physicians who held them- 
selves out to the public as being spe- 
cialists in dermatology. There was no 
attempt made to discover with cer- 
tainty whether the physician was 
board-certified or board-eligible at 
the time of the incident. However, on 
the basis of a small sampling made, it 
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is reasonable to assume that all but a 
very small percentage of claims sur- 
veyed were brought against board- 
certified dermatologists. 

Claims were initially surveyed for 
an ll-year period from 1963 through 
1978. Recently, the survey was up- 
dated through Aug 15, 1974. All 
claims studied were resolved during 
the period of the survey. 


SUBJECT MATTER OF CLAIMS 


Claims were categorized as to sub- 
ject matter and also as to severity of 
claims, as evidenced by total dollar 
losses. The subject matter of claims 
asserted against dermatologists was 
reduced to eight major categories; 
these were as follows: (1) drug reac- 
tions, (2) x-ray burns, (3) poor cos- 
metie result following surgery, (4) 
poor cosmetic result following medi- 
cation, (5) failure to diagnose cancer, 
(6) improper diagnosis, (7) infection 
from treatment, and (8) miscella- 
neous. 

Table 1 shows the percentage of 
claims attributed to each of the cate- 
gories and the percentage of dollar 
losses attributed to each of the cate- 
gories. 

When claims were classified accord- 
ing to severity, as evidenced by total 





Allegations 
Drug reaction 
X-ray burns 
Poor cosmetic result following surgery 
Poor cosmetic result following medication 
Failure to diagnose cancer 
Improper diagnosis 
Infection from treatment 
Miscellaneous 





* Does not include defense costs. 


Table 1.—Claims and Dollar Losses in Dermatology Malpractice Suits 





dollar losses, there were three groups 
noted. First, there were the “nui- 
sance" claims. This group involved 
unsubstantiated claims some of which 
were resolved with no dollar losses. 
Approximately 20% of total claims 
were of this variety and accounted for 
only 1% of total dollar losses. 

Second, there were the "minor in- 
jury" claims. This group of claims 
involved only minor injuries with ob- 
vious or reasonably questionable lia- 
bility on the part of the physician. Mi- 
nor injury claims accounted for 46% 
of total claims and 5% of total dollar 
losses. 

Third, there were the "serious" 
damage claims. Included in this cate- 
gory were those claims in which pay- 
ment was mandated that was in ex- 
cess of what costs of defending the 
case in court would have been. This 
group accounted for 34% of total 
claims but generated 94% of total 
losses. Table 2 gives a breakdown of 
the allegations made in the "serious" 
damage cases. 


CATEGORIES OF CLAIMS 
Drug Reactions 


Cases of drug reactions repre- 
sented 32% of claims and 26% of dol- 
lar losses. In this group, reactions 





% of Dollar Losses* 
26% 
6% 
5% 
16% 
31% 
2% 
2% 
12% 


% of Claims 
32% 
12% 
16% 

9% 

9% 

2% 

9% 
11% 














Table 2.—"'Serious" Damage Claims in Dermatology Malpractice Suits 


Allegations 
Drug reactions 
X-ray burns 
Poor cosmetic result following surgery 


Poor cosmetic result following medication 
Failure to diagnose cancer 

Improper diagnosis 

Infection from treatment 

Miscellaneous 

Total 
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% of Total Claims 
9% 
6% 
4% 
4% 
6% 
1% 
2% 
2% 
34% 


% of Total Losses 
25% 
5% 
3% 
15% 
31% 
2% 
1% 
12% 
94% 














to methotrexate and prednisone were 
about equally represented, each ac- 
counting for 138% of the drug-react:on 
cases. In terms of severity of claims, 
those related to reactions to meth- 
otrexate jumped to 27% of dollar 
losses incurred while claims related to 
prednisone reactions stayed at 13% of 
dollar losses. Other drugs that ac- 
counted for substantial dollar losses 
included chloroquine hydrochloride 
(Aralen), penicillin, tetracycline, and 
triamcinolone acetonide (Kenalog 
IM). The remainder of the cases were 
scattered and involved such drugs as 
azathioprine (Imuran), lincomycin hy- 
drochloride monohydrate (Lincocin), 
psoralens, trifluoperazine hydrochlo- 
ride (Stelazine), podophyllum resin, 
and a cream mixture containing tri- 
amcinolone acetonide, neomycin sal- 
fate, gramicidin, and nystatin (Myco- 
log). 


X-ray Burns 


Cases of x-ray burns represented 
12% of claims and 6% of dollar lossas. 
No definite pattern of conditions 
being treated with x-ray therapy was 
noted. Diagnoses in these cases in- 
cluded: aene, warts, tinea capitis, and 
those vaguely described as “derma- 
titis" or "skin disorders." 


Poor Cosmetic Result 
Following Surgery 


Poor cosmetic result following sur- 
gery accounted for 16% of claims and 
5% of dollar losses. Cases of derma- 
brasion represented 60% of the losses 
in this group. Cases of electrosurgery 
were next, with 19% of losses. Hair 
transplant cases, which were included 
in this category, were fewer in num- 
ber but costlier per case. Surgery to 
excise nevi and warts accounted for 
the bulk of the remaining claims. 


Poor Cosmetic Result 
Following Medication 


Poor cosmetic result following med- 
ication represented 9% of claims and 
16% of dollar losses. Cases of chem- 
osurgery for treatment of facial 
wrinkles accounted for over 90% of 
dollar losses in this category. Wart 
removal by chemosurgery was che 
condition next most often treated 
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Failure to Diagnose Cancer 


Cases involving failure to diagnose 
cancer accounted for 9% of claims and 
31% of dolar losses. Over half of the 
cases of fa lure to diagnose cancer in- 
volved death of the patient. Allega- 
tions in this group generally stated 
that the dermatolegist had ample op- 
portunity t make the diagnosis at an 
earlier dats. In some cases, the lesion 
was suspecced by the doctor when the 
patient was first examined; and these 
cases were more defensible. In other 
instanees, here was a basis for argu- 
ment that a biopsy should have been 
done earlier. 


Irroper Diagnosis 

Cases o improper diagnosis ac- 
counted for 2% of claims and 2% of 
losses. Examples of cases in this 
group inclede a case in which a der- 
matitis hae been diagnosed and was 
being treated; but the physician 
failed to & agnose and investigate a 
purpurie eruption. In another in- 
stance. a keratoacanthoma on the 
hand led tc the loss of several fingers, 
and the zlegation was made that 
failure to r»eommend surgery caused 
the loss of -he fingers. 


infection Frem Treatment 


Infeetior from treatment  ac- 
counted for 9% of claims and 2% of 
dollar losses. Infections followed such 
diverse treatments as excising moles, 
removing ‘toenails, injections of 
steroids, chemosurgery, and implan- 
tation of hair piece prosthesis. 


Miscellaneous 


The miscellaneous category ac- 
counted for 11% of claims and 12% of 
dollar losses. In this group were 
claims resalting from patients fall- 
ing, spillizg of medication on pa- 
tients’ clching, equipment falling 
onto patients, and treatments in 
emergency room situations removed 
from speci.lty experience. The claims 
in this miseellaneous group were gen- 
erally miror; however, several re- 
cently resc ved cases had been quite 
expensive, accounting in large part 
for the ddlar losses in the group. 
These higt dollartoss cases involved 
alleged falure to remove a rubber 
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band tourniquet from the finger after 
surgery in one case and an allegedly 
wrongful report to a patient's em- 
ployer in another. 


CASE EXAMPLES 
OF MALPRACTICE CLAIMS 


Case 1.—A 52-year-old man was 
being treated for erythema nodosum. 
The patient had collapsed from an 
anaphylactoid reaction following his 
third penicillin injection within a 
two-week period. 

The patient then brought suit 
against the physician, alleging that 
the doctor was negligent in failing to 
properly monitor the two previous in- 
jections. It was the patient’s conten- 
tion that he had manifested dizziness, 
a rash and blistering at the injection 
site subsequent to the earlier injec- 
tions and that the doctor was fully 
cognizant of these reactions. While 
the physician maintained that he had 
no prior knowledge of the patient’s 
reaction to penicillin, the legal con- 
sensus was that it might be difficult 
to verify the physician’s statements 
in court. The case was resolved for a 
five-figure sum. 

Case 2.—An 8-year-old girl with a 
deformed left thumbnail was referred 
to Dr. X, a dermatologist, by the pa- 
tient’s family physician. The ratio- 
nale for the referral was that while 
the girl’s finger had been injured in a 
school bus door, the deformity of the 
nail itself was perhaps due to a fun- 
gus infection. The patient was seen 
by Dr. X, the nail was diagnosed as 
dystrophic, and a surgical avulsion of 
the nail was done. The dystrophic 
condition of the nail, however, re- 
curred and was treated by Dr. X dur- 
ing a two-year period with soaks and 
antiseptic solutions. 

It was eventually decided that a 
second surgical attempt was in order. 
The nail was avulsed for a second 
time in Dr. X’s office, and it was dur- 
ing this operation that Dr. X is al- 
leged to have performed negligently. 
As a part of the surgical procedure, a 
standard office rubber band was used 
as a tourniquet to prevent excessive 
bleeding. It was the doctor's testi- 
mony that immediately following the 
removal of the nail, the surgical site 
was cleaned with a curette and 


sprinkled with an antibietic powder 
(Neosporin). The rubber band was 
then bisected and the thumb wrapped 
in a pressure bandage. 

The father of the patient called Dr. 
X two days later and notified him 
that the thumb was bleeding pro- 
fusely. He was instructed by Dr. X to 
remove the bandage, soak the thumb, 
and apply a compress. Upon the re- 
moval of the bandage, the father no- 
ticed that a piece of the rubber band 
was embedded below the knuckle. The 
patient was seen the following day by 
Dr. X. He observed the presence of a 
blood blister on the thumb pad and 
recommended further soaking and 
treatment with the antibiotic powder. 
Following this examination, the pa- 
tient cancelled the next appointment 
and began seeing a number of physi- 
cians including her original family 
physician and an orthopedic special- 
ist. They concluded that the thumb 
had become gangrenous and would 
perhaps have to be amputated. The 
orthopedic surgeon, however, success- 
fully removed the necrotie portion of 
the thumb and applied a tube pedicle 
graft from the abdomen. The patient 
filed a lawsuit against Dr. X. 

The basis for Dr. X’s defense was 
that the condition was caused by the 
pressure bandage, which he properly 
maintained must necessarily be tight 
enough to prevent bleeding. The 
plaintiffs contended that the damage 
stemmed from Dr. X’s failure to prop- 
erly remove the rubber band tourni- 
quet following surgery. The plaintiffs 
contended that Dr. X was further 
negligent in that he had failed to 
properly advise them of the conse- 
quences of his act and to properly and 
promptly remedy the condition. Cir- 
cumstances mandated a large settle- 
ment to avoid court. 

Case 3.—Doctor Y, a certified der- 
matologist, undertook the treatment 
of a 14-year-old girl who had a history 
of congenital cataract, a congenital 
heart defect, and acne. 

The patient had been referred to 
Dr. Y specifically for the treatment of 
acne, on the basis that previous treat- 
ment consisting of use of “beauty 
grains” astringents, and birth control 
pills had been unsuccessful in arrest- 
ing the acne condition. 
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The physician undertook a diverse 
treatment consisting of topical appli- 
cation of benzoyl peroxide, pre- 
scription of a diet and facial care, 
evacuation of cysts and comedones, 
administration of a Staphylococcus 
vaccine, and tetracycline therapy. 
The tetracycline treatment consisted 
of 250 mg of the drug given three 
times a day the first month, two times 
a day for the following three weeks, 
and after that—with a few excep- 
tions-daily for more than three 
years. The girl was hospitalized for 
what was eventually diagnosed as 
hepatitis. The girl's parents then 
threatened to bring suit against Dr. 
Y alleging that he had been negligent 
in prescribing tetracycline for this 
extended period of time without 
properly monitoring the reaction of 
the drug on the girl's body. Due to the 
seriousness of the girl's condition and 
her previous health history, the case 
was settled out of court. 

Case 4.—Mrs. B was a patient of 
Dr. Z and had been under his care for 
the treatment of a complexion prob- 
lem of two years' duration. Her initial 
complaint had been a concern over 
the appearance of small pimples on 
her nose and left cheek area. She had, 
however, become increasingly con- 
cerned over the creases around her 
eyes and mouth in addition to her 
blemish marks. Eventually, during a 
discussion between Dr. Z and Mrs. B, 
the subject of a "face peel" or “era- 
sure" came up as a solution to her 
complexion problems. Two days fol- 
lowing their discussion of the "face 
peel" procedure, the patient was ad- 
mitted to the hospital and the proce- 
dure completed. 

The actual procedure used by the 
physician was to cleanse and thor- 
oughly defat the sebaceous material 
of the face and neck areas. A 50% tri- 
chloroacetic acid solution was then 
applied to the face area including the 
eyelids and the eyelid margin areas. 
This was followed by application of a 
35% trichloroacetic acid solution to 
the neck. The patient's face was then 
covered with .5 in adhesive tape with 
the neck area left exposed. 

Subsequent to this procedure, Mrs. 
B. suffered severe crusting of the 
face, atrophic scarring under the 
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eyes, and pain and pigment changes 
on her face and neck. A suit was filed 
against Dr. Z charging that he had 
not fully informed Mrs. B of the ad- 
verse possibilities of the "face peel" 
procedure, that he was negligent in 
failing to administer a "patch" test, 
in properly applying the acid mate- 
rial, and that he failed to remedy the 
bad results of the procedure. The case 
was settled for a substantial five-fig- 
ure sum. 

Case 5.—Mrs. E was a 26-year-old 
patient of Dr. J and was suffering 
from an eczematous dermatitis condi- 
tion on both hands. After having 
been unsuccessful in arresting her 
condition by treatment with beta- 
methasone valerate (Valisone) oint- 
ment and fluocinonide (Lidex) cream 
the physician instructed the clinic 
nurse to administer a 40 mg injection 
of triamcinolone acetonide suspen- 
sion into the patient's right deltoid 
areas. Approximately three weeks 
later, Dr. J was notified by Mr. E that 
his wife was experiencing some 
weakness in her right arm and there 
was a depression at the site of the 
injection. The doctor then examined 
Mrs. E and found that the eczema had 
improved. The patient, however, still 
had an atrophy of the deltoid area 
and continued to complain of weak- 
ness in her right arm. At this time, 
Dr. J recommended that she continue 
applying fluocinonide cream for her 
eczema and that the loss of strength 
in her right arm be evaluated by the 
clinic neurologist. This was the last 
appointment Dr. J had with Mrs. E. 
Approximately seven months later, 
the patient brought a suit for mal- 
practice against Dr. J, the nurse, and 
the clinic alleging that the injection 
had been improperly given by the 
nurse at the deltoid area and that 
Mrs. E had not been informed that 
the gluteal area was a preferred site 
for the injection. 


COMMENT 


In reviewing the statistics provided 
by this survey, it would seem that 
the dermatology malpractiee problem 
rests with the group of "serious" 
damage cases listed in Table 2. Here 
we see that 34% of total claims gener- 
ated 94% of total dollar losses. Upon 
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further analysis of the figures, it can 
be seen that certain serious cases in 
the categories of drug reaction, poor 
cosmetic result following medication, 
and failure to diagnose cancer were 
responsible for major portion of total 
dollar losses. When the figures for se- 
rious cases in these groups are added, 
we find that only 19% of total claims 
generated 71% of the total dollar 
losses. 

Considering the information made 
available by this survey with respect 
to these groups, it would appear that 
a major part of dermatology malprac- 
tice problem concerns the following 
three areas: (1) Drug reactions with 
particular areas of concern being reac- 
tions to methotrexate and prednisone, 
which together account for 40% of 
dollar losses in this group. (2) Cosmet- 
ic chemosurgery for facial wrinkles, 
which accounted for over 90% of dollar 
losses in the group of poor cosmetic 
result following medication. (3) Fail- 
ure to diagnose cancer was a category 
that included only 6% of total cases 
and generated 31% of total dollar 
losses. Here the problem appeared to 
be lack of timely biopsy of a malig- 
nant lesion with patient death occur- 
ring in more than one half of the 
cases. 

To help alleviate some of these 
problems, consideration should be 
given to the possibility of Profes- 
sional Standards Review Organiza- 
tion committees setting certain 
guidelines for the use of long-term 
therapy with steroids and drugs such 
as tetracycline. Also, the benefits of 
using chemosurgery for treatment of 
facial wrinkles must be weighed more 
fully against the malpractice prob- 
lems posed by this procedure. 

In addition, there should be reem- 
phasis at dermatology meetings and 
in our training programs concerning 
the importance of performing early 
and adequate biopsy of any suspicious 
skin lesion. 

It would seem that careful atten- 
tion to these areas in the future could 
result in a considerable improvement 
in the dermatology malpractice pic- 
ture. 


The statistical material for this survey was 


compiled by Robert J. Miller, Medical Protective 
Co., Fort Wayne, Ind. 
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triamcinolone 
acetonide cream USP 


not new.. 
but newly selected, 
newly named 

and especially for the 
dermatologist w 
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..Decause few drugs 
in dermatology are 
more widely 
accepted. 


Description: Trama in Cream 0.025%, Tramacin Cream 0.1%, and Tramacin Cream 0.5% provide Manufactured for: 
0.25 mg., 1 meg., or * mg. triamcinolone acetonide per gram respectively in a vanishing cream base Dermatological Division of Johnson & Johnson 
containing propylese glycol. cetyl alcohol, glyceryl monostearate N.F. XII, spermaceti, isopropyl New Brunswick, New Jersey 08903 


palmitate, po .ysorbate 60, ard purified water. The cream base for the 0.025% preparation is tinted. © fohwmon«fohmen 1975 
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You cant beat t 


he), system 
for cleaning derntainlogical 


Nothing cleans hair transplant punches, scalpels, 
forceps and other instruments faster, easier and 
cleaner than L&R Ultrasonic Cleaning Systems. 
More economically, too. All you do is pour the 
L&R General Medical cleaning chemical into the 








L&R Ultrasonic Cleaning Unit, add the instruments p SENERA} | 
to be cleaned and turn it on. Immediately invisible PEAL cn " 









ultrasonic waves go to work gently but thoroughly 
cleaning all surfaces including the fine crevices 
that are impossible to reach any other Way. 

The "T-14" is one of the L&R Ultrasonic 
Systems widely used by dermatologists. The units 
can be easily located in the O.R., examining 
rooms or laboratory. A full line of accessories is ie © ae ° j 
available for proper suspension of hair transplant 
punches and instruments. L & R MANUFACTURING COMPANY 

577 Elm Street, Kearny, New Jersey 07032 
940 Lee St., Des Plaines, Ill. 60016 
For complete information contact your supplier. 740 South Western Ave., Los Angeles, Calif. 90005 
In England L & R Ultrasonics, Ltd., 34-35 Great Sutton Street, London ECIV ODX, England 
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for the part-time 
occupational physician... 


an invaluable 
quick 
reference 
suide to 
occupational 
dermatoses 


The AMA’s new guide, Occupational Dermatoses, is an in- 
valuable aid for physicians working part-time in occupa- 
tional health programs. 

It provides a ready reference for specific information 

on the causes, diagnosis, prevention, and treatment of 
occupational skin diseases. It also discusses management 

of prolonged and recurrent dermatoses, medico-legal aspects, 
and provides extensive references. 

To order your copy ($1 ea.) of Occupational Dermatoses, 
OP-108, write: Order Dept., American Medical Association, 
535 N. Dearborn St., Chicago, III. 60610. 
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Halcinonide Cream 0.1% 





Clinically tested In 
nearly 2,000 patients 





s 34% excellent-gooc 
"esponses overall 
“range: 75-91% depending 
Jpon dermatosis and 
ise of occlusion). 


e Self-oreserved in 
propylene glycol— 


no other 


preserva- 


- tives whatsoever. 


SQUIBB 


‘The Priceless Ingredient of every product 
is the honor and integrity of its maker: ™ 


For full prescribing information, see back. 
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DESCRIPTION 
Halog Cream (Halcinonide Cream 0.196) contains the 
active synthetic corticosteroid halcinonide. The chemical 
name is 21-chloro-9-fluoro-11,16a,17-trihydroxypregn-4- 
ene-3,20-dione, cyclic 16,17-acetal with acetone. Each 
gram of Halog Cream contains 1 mg. halcinonide (0.1%) in 
a specially formulated cream base consisting of glyceryl 
monostearate N.F. XII, cetyl alcohol, myristyl stearate, 
isopropyl palmitate, polysorbate 60, propylene glycol, and 
purified water. 

ACTIONS uy i 

Halog Cream (Halcinonide Cream 0.196) is primarily 
effective because of its anti-inflammatory, antipruritic and 
vasoconstrictive actions. 

INDICATIONS 

Halog Cream (Halcinonide Cream 0.196) is intended for 
topical application for adjunctive therapy and symptomatic 
relief of inflammatory manifestations of acute and chronic 
corticosteroid responsive dermatoses. 
CONTRAINDICATIONS 

Topical steroids are contraindicated in vaccinia, varicella, 
and in those patients with a history of hypersensitivity to 
any of the components of the preparation. This preparation 
is not for ophthalmic use. 

PRECAUTIONS 

General 

If local infection exists, suitable concomitant antimicrobial 
or antifungal therapy should be administered. If a favorable 
response does not occur promptly, application of the 
corticosteroid should be discontinued until the infection is 
adequately controlled. 

Although systemic side effects associated with 
absorption of topical corticosteroid preparations are rare, 
their possible occurrence must be kept in mind when these 
preparations are used over large areas or for an extended 
period of time. 


® od of | ex 
If irritation or sensitization develops, the preparation 

should be discontinued and appropriate therapy instituted. 

Although topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of their use 


during pregnancy has not been absol utely established; 
therefore, they should not be used extensively on pregnant 


j ide o rte | n pregnant. 
Halcinonide Cream 0.1% patiente, in large amounts, or for prolonged periode of time 


The use of occlusive dressing increases the percutaneous 
absorption of corticosteroids; their extensive use 
increases the possibility of systemic effects. For patients 
with extensive lesions it may be preferable to use a 


* Excellent-Good r esults In: sequential approach, occluding one portion of the body at 


a time. The patient should be kept under close observation 
AI | iti O if treated with the occlusive technique over large areas 
Eczem alous Derm atit IS (82 76 ) and over a considerable period of time. Occasionally, a 
patient who has been on prolonged therapy, especially 
Mo T" occlusive therapy, may develop symptoms of steroid 
Atopic Der matitis ( 88%) withdrawal when the medication is stopped. Thermal 
homeostasis may be impaired if large areas of the body are 
t covered. Use of the occlusive dressing should be 
LICO ) discontinued if elevation of the body temperature occurs. 
Neu rodermatitis treated siii AY, a patient may develop a sensitivity reaction 
UV See Uae ATENEA | : | , O to a particular occlusive dressing material or adhesive and 
without occlusive dr essinQg ( 83 76 ) a substitute material may be necessary. 
If infection develops, discontinue the use of the 
occlusive dressing and institute appropriate antimicrobial 


Neurodermatitis treated Hoi BRE IS 
a, NDA MP . O The following local adverse reactions have been reported 
with occlusive dressing (91 %) with topical corticosteroids: burning, itching, irritation, 
striae, skin atrophy, secondary infection, dryness, 
folliculitis, hypertrichosis, acneform eruptions, 


P SO riasis treated and hypopigmentation. The following may occur more 


fo HUN with occlusive dressings: maceration of the 
ith toe " - O skin, secondary infection, skin atrophy, striae, and miliaria. 
without occlusive d r'essing (75 %) Contact sensitivity to a particular dressing material or 
DOSAGE AND ADMINISTRATION ^" ^ ^e CAUTIONS). 
i ; | 
= SOFIaSIS treated Apply Halog Cream (Halcinonide Cream 0.1%) to the 


i ; ^ Piet d iem 2 to 3 pies daily. Rub in gently. 
^ii i cciusive Dressing Technique 
with occlusive dr essing (90 76 ) Particularly resistant lesions of chronic dermatoses such 
Ty fatica MH prekarane go. may | pee the use of 
pis à alog Uream (Halcinonide Cream 0.1%) under occlusive 
e Avai lable In 15 and 60 Or am tubes. dressings. Gently rub a small amount of the cream into the 
lesion until it disappears. Reapply the preparation leaving 
a thin coating on the lesion and cover with a pliable 
nonporous film. The frequency of changing dressings is 
best determined on an individual basis. Good results have 
been obtained by applying the cream under an occlusive 
dressing in the evening and removing the dressing in the 
morning (i.e., 12-hour occlusion). When utilizing the 
& 12-hour occlusion regimen, additional cream should be 
SQUIB applied, without occlusion, during the day. Reapplication 
TID is essential at each dressing change. 
KE. HOW SUPPLIED 
a) a NV | Halog Cream (Halcinonide Cream 0.196) is supplied in 
| 01975 E. R. Squibb & Sons, Inc. tubes of 15 and 60 grams. 








BREPORIT 


News and Information from the American Academy of 
Dermatology and its National Program for Dermatology 


Birth of a Scientifie Program: Education Committee Maps 
Out Plans for 1975 Meeting 


How do you mzke a great scientific meeting greater? 
That's theschallenze that faced the American Academy of 
Dermatolczy's Committee on Education when it met in 
San Franc sco recently to plan the Academy's 34th annual 
meeting. 

Thesess on is scaeduled for a new location this year—San 
Francisco—with tae San Francisco Hilton and the St. 
Francis as joint headquarters hotels. The meeting will be 
held Dec. ©11, 195. 

The AA )'s Committee on Education is made up of five 
Fellows. & new member is appointed each year, with the 
senior member serving as Chairman. Ex-officio members 
are the President. President-Elect, Vice-President, Secre- 
tary-Treasarer, ard Assistant Secretary-Treasurer. 

Ray O. Noojin, M.D., Professor of Dermatology at the 
University of Alabama Medical Center in Birmingham, is 
the 1975 Caairmar. Committee members, in order of their 
seniorty, are Rees B. Rees, M.D., Clinical Professor of 
Dermatology at the University of California in San Fran- 
cisco; Robert W. Goltz, M.D., Chairman of the Department 
of Dermatilogy at the University of Minnesota in Minne- 
apolis; Ricaard L. Dobson, M.D., Chairman of the Depart- 
ment of Dermatolegy at the State University of New York 
at Buffalo School «f Medicine; and Alfred W. Kopf, M.D., 
Professor »f Dermatology at New York University School 
of Medicir= in New York City. 

Roundirmz out tne group that made the plans for the 
December session (Figs. 1-3) were Rudolf L. Baer, M.D., 


New York, N.Y., the Academy President; Harry L. Arnoid, 
Jr, M.D., Honolulu, Hawaii, President-Elect; Herbert 
Mescon, M.D., Boston, Mass., Vice President; John M. 
Shaw, M.D., Tacoma, Wash., Secretary-Treasurer; and 
Walter G. Larsen, M.D., Portland, Ore., Assistant Secre- 
tary-Treasurer. 

What went on during those two full days in San Fran- 
cisco? Let Dr. Noojin tell it: 

I doubt if many Academy members realize how much time and 
study is devoted to the planning of the annual meeting program. 
The Committee met with the hotel managers at both the San 
Francisco Hilton and the St. Francis—and actually surveyed on 
foot the various meeting rooms and other facilities. 

Every single letter sent into the Academy office in the way of 
suggestions, complaints, or compliments was reviewed by the 
Committee. 

The planning group relied heavily on information 
supplied by an evaluation committee, under the direction 
of Charles L. Heaton, M.D., of Duhring Laboratory at the 
University of Pennsylvania School of Medicine in Philadel- 
phia. Dr. Heaton, using computer techniques, provided in- 
depth critiques of all the sessions and features of the 33rd 
annual meeting in Chicago. 

According to Dr. Noojin, one of the important things 
that evolved from the computerized analysis of the last 
meeting was the need to label presented material ac- 
cording to content. Thus, there will be four levels of 
continuing education at the December 1975 meeting: (A) 
Basic clinical information (refresher courses and early 
residency training courses); (B) Applied clinical informa- 
tion of universal appeal; (C) Specialized information for 


A Quick Look at the 1975 Program 


Here are the program highlights for the 34th annual meeting of the American 
Academy of Dermatology in San Francisco Dec. 6-11, 1975: 


—11 Courses 

—21 Forums for 51 

—28 Symposia 

—67 Seminars-In-Depth 

—168 Informal Discussion Groups 





Charles P. PeFeo, Jr. M.D., New York, N.Y., Editor; Stephen T. Donohue, 
New York, NY., Managing Editor; Editorial Board: Vernal G. Cave, M.D., 
Brooklyn, N.~.; R. Roy Forsey, M.D., Montreal; Robert E. Kellum, M.D., 
Seattle, Wasl-; Lawrenee A. Norton, M.D., Wellesley Hills, Mass.; Lawrence 
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C. Parish, M.D., Philadelphia, Pa.; Beverly E. Sanders, Jr., M.D., Macon, Ga.; 
Eugene P. Schoch, Jr, M.D., Austin, Tex.; William F. Schorr, M.D., 
Marshfield, Wisc.; Margaret A. Storkan, M.D., Rodondo Beach, Calif. 
Address the editor at 7 E. 80th St., New York, N.Y. 10021. 





Fig. 1.—With computer forms and program information spread 
out in front of them, the Committee on Education of the American 
Academy of Dermatology tackles the job of planning the Acade- 
my's 34th annual meeting. At the head of the table is Ray O. 
Noojin, M.D., Birmingham, Ala., Committee Chairman. Left to 





Fig. 2., Above—Rudolf L. Baer, M.D., the 
President of the American Academy of 
Dermatology, right, offers some sugges- 
tions to Ray O. Noojin, M.D., Chairman of 
the Committee on Education. 


Fig. 3., Right—Harry L. Arnold, Jr., M.D., 
Honolulu, Hawaii, the Academy's Presi- 
dent-Elect (left), and Herbert Mescon, 
M.D., Boston, Mass. Vice-President 
(right), serve as ex-officio members of the 
Committee on Education. 


advanced clinicians and researchers; and (D) Basic research 
information. 

One major change in the 1975 meeting was recom- 
mended by the Committee: only one guest lecturer will be 
scheduled for Monday morning, allowing more time for the 
first executive session. 

"The Academy has grown to the point where it is 
imperative that Fellows be given ample opportunity to 
hear necessary reports and transact organizational busi- 
ness," Dr. Noojin said. 

How do you make a great scientific meeting greater? 
The Committee on Education decided to keep its money on 
a winning horse. The basic program format will be the 
same in 1975 as it was in 1974—with even more sessions to 
accommodate an anticipated record registration. 


Harry Arnold Is Named Dome Lecturer 


The American Academy of Dermatology's new Presi- 
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right, in clockwise order, are Walter G. Larsen, M.D., Portland, 
Ore.; John M. Shaw, M.D., Tacoma, Wash.; Alfred W. Kopf, M.D., 
New York, N.Y.; Rees B. Rees, M.D., San Francisco; Dr. Noojin; 
Robert W. Goltz, M.D., Minneapolis, Minn.; Richard L. Dobson, 
M.D., Buffalo, N.Y.; and Rudolf L. Baer, M.D., New York, N.Y. 





dent-Elect-Harry L. Arnold, Jr, M.D., of Honolulu, 
Hawaii—has been named the 1975 Dome Lecturer. He is 
the 11th dermatological scientist to be designated by the 
Academy as an overseas educational ambassador from the 
American dermatological community. 

Dr. Arnold, dermatologist at the Straub Clinic in Hono- 
lulu and a Clinical Professor of Medicine (Dermatology) at 
the University of Hawaii School of Medicine, is working on 
the itinerary of countries he will visit during his overseas 
tour. Last year’s Dome Lecturer—Rees B. Rees, M.D., San 
Francisco, Calif.—visited France, Bulgaria, Austria, and 
England. 

In addition to Dr. Rees, other Dome Lecturers have been 
Marion B. Sulzberger, M.D.; Eugene M. Farber, M.D.; 
Herman Beerman, M.D.; Walter C. Lobitz, M.D.; Carl T. 
Nelson, M.D.; Alfred W. Kopf, M.D.; Richard K. Winkel- 
mann, M.D.; Harvey Blank, M.D.; and Walter B. Shelley, 
M.D. 


Ex, 


AAD and 1MA To Cooperate on Consumer Pamphlets 


À new -enture in patient and consumer education has 
been jaun-hed by the American Academy of Dermatology 
and the American Medical Association. The two organiza- 
tions will work jointly on pamphlets that will tell patients 
and members of the general publie about skin diseases. 

The prcjeet is a consolidation of pamphlet programs 
operated iadependently by the Academy and the AMA. For 
several years, the Academy has distributed six public 
education eaflets (sold to AAD members at cost) covering 
the subjecs of the dermatological specialty, cancer of the 
skin, acne allergy, psoriasis, and vitiligo. At the present 
time, the AMA has 22 pamphlets on dermatological 
subjects that were prepared under the auspices of the AMA 
Committes on Cutaneous Health and Cosmetics (now 
defunct). 

Under he new arrangements, a Sub-Committee on 
Pamphlets of the Academy’s Committee on Public Rela- 
tions will be-responsible for editorial content of new AMA- 
AAD pamshlet materials. In addition, the Sub-Committee 
will review existing AMA pamphlets and make sugges- 
tions for editorial revisions if any are reprinted. 

New pamphlets will be produced by the Department of 
Health Edacation of the AMA and will list both the AMA 
and the ‘Academy as publishers. The Academy will 
purchase quantities of the pamphlets for sale to its 
membersh p: the AMA will handle distribution and sale to 
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the general public. 

Head of the AAD Sub-Committee in charge of the 
projeet is E. William Rosenberg, M.D., Memphis, Tenn., 
Chairman of the Department of Dermatology at the 
University of Tennessee College of Medicine. 
Committee members are Lee Allen, M.D., Portland, Ore.; 
Edward A. Krull, M.D., Detroit, Mich.; and Robert Tilley, 
M.D., Boston, Mass. 


Flash Backs: A Glance at Our Past 


(Another in a series of anecdotes from dermatological 
history compiled by AAD Historian, Lawrence Charles 
Parish, M.D.) 

At the December 1953 meeting of the American 
Academy of Dermatology, Eugene J. Van Scott, M.D. (then 
in the U. S. Public Health Service and now Professor of 
Dermatology at Temple University) commented that the 
average male spends 427 working days in his lifetime 
shaving. According to the Seattle Times, Dr. Van Scott 
stated, “the male removes keratin, a thinner-than-tissue 
substance which covers the entire surface of the body. 
Keratin forms a natural barrier against germs. The 
substance includes the hair and nails". 

Dr. Van Scott, when asked how much time the average 
woman spends on “arrangement of her scalp keratin” 
added “this would be hazardous to estimate”. 
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Tinea manuum 


Tinea pedis 


"in infections due to these commonly implicated 
organisms: Trichophyton rubrum, T. tonsurans, 1 
mentagrophytes, Microsporum canis, and F pide: 
mophyton floccosum. Halotex is also useful in tinea 
versicolor due to Malassezia furfur 





When treating these tinea infections, 
consider safe" and effective Halotex® 
(haloprogin). Rx only Halotex is a 
nonstaining, nongreasy topical agent 
available in convenient and economical 
sizes. Halotex cream in 30 g. tubes, 
Halotex solution (especially useful in hairy 
areas of -he body) in 10 and 30 ml sizes. 


+Information onfile at Westwood. 


Prescribe 


Halotex 


(haloprogin) 


1% Cream/Selution 


d 


Helps relieve associated itching, burning and scaling 


~ Halotex’ 


(haloprogin) 1% Cream/Solution 


Description: 

Halotex cream provides 1% haloprogin in a 
water-dispersible, semi-solid cream base. Each 
gram contains 10 mg. haloprogin solubilized in 
polyethylene glycol 400, polyethylene glycol 
4000, diethyl sebacate and polyvinylpyrroli- 
done. Halotex solution provides 1% (10 mg. per 
ml.) haloprogin in a homogeneous vehicle of 
diethyl sebacate and alcohol. 


Action: 

Halotex is a synthetic antifungal agent for the 
treatment of superficial fungal infections of the 
skin. 


Indications: 

Halotex cream and solution are indicated for the 
topical treatment of tinea pedis, tinea cruris, 
tinea corporis and tinea manuum due to infec- 


tion with Trichophyton rubrum, Trichophyton 
tonsurans, Trichophyton mentagrophytes, Mi- 


crosporum canis, and Epidermophyton flocco- 
sum. It is also useful in the topical treatment of 


tinea versicolor due to Malassezia furfur. 


Contraindications: 

Halotex preparations are contraindicated in 
those individuals who have shown hypersensi- 
tivity to any of the components. 


Warning: 
USAGE IN PREGNANCY- Safety for use in 
pregnancy has not been established. 


Precautions: 

In case of sensitization or irritation due to Halo- 
tex cream or solution or any of the ingredients, 
treatment with these preparations should be 
discontinued and appropriate therapy instituted. 


If a patient shows no improvement after four 
weeks of treatment with Halotex cream or solu- 
tion, the diagnosis should be redetermined. In 
mixed infections where bacteria or nonsuscep- 
tible fungi are present, supplementary systemic 
anti-infective therapy may be indicated. 


For external use only. KEEP OUT OF EYES. 


Adverse Reactions: 

Reactions reported include: (1) local irritation, 
burning sensation, vesicle formation, and (2) 
increased maceration, pruritus or exacerbation 
of pre-existing lesions. 


Dosage and administration: 
Halotex cream and solution should be applied 
liberally to the affected area twice daily for two 
to three weeks. Interdigital lesions may require 
up to four weeks of therapy. 


How Supplied: 
Halotex* cream 1% (10 mg. per g.) 30 g. col- 
lapsible aluminum tube NDC 0072-7130-02. 


Halotex* solution 1% (10 mg. per ml.) 10 ml. 
polyethylene bottle with controlled drop tip NDC 
0072-7210-02 and 30 ml. polyethylene bottle 
with controlled drop tip NDC 0072-7230-02. 


DISTRIBUTED BY 


LUIESTLUOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville. Ontario KAN IE2 
Manufactured by Mead Johnson & Company 
Evansville, Indiana 47721 
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In acne... 


Our appearance 
matters, too. 
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When tstracycline therapy is warranted, the 
appearance of 

Sumvcin HCI (Tetracycline Hydrochloride) 
on your prescription helps insure that the 
high quality, yet economical, brand you 
know aad trust will be dispensed. 


Anc when pharmacists have the choice, the 
brand they dispense more often than any 
other is Sumycin HCI. 


Write it ..to be sure 


SUMYCIN HCI 
(Tetracycline Hydrochloride) 


in choice of tablets or capsules, 
Y boh 250 mg. and 500 mg. strengths. 


. recommen ed or long-term adjunctive therapy in severe acne. 





Sumycin '250' Hydrochloride Capsules and Sumycin 
‘500’ Hydrochloride Capsules (Tetracycline Hydro- 
chloride Capsules U.S.P.) contain 250 mg. and 500 
mg. crystalline tetracycline hydrochloride, respec- 
tively. Sumycin ‘250’ Hydrochloride Tablets and 
Sumycin ‘500’ Hydrochloride Tablets (Tetracycline 
Hydrochloride Tablets N.F.) contain 250 mg. and 500 
mg. tetracycline hydrochloride, respectively. 


Contraindications: Contraindicated in persons who have shown hy- 
persensitivity to any of the tetracyclines. 


Warnings: Use of tetracycline, particularly long-term use but also ir 
repeated short-term courses, during tooth development (last half of 
pregnancy, infancy, and up to 8 years of age) may cause permanent 
tooth discoloration; enamel hypoplasia has also been reported 
Therefore, tetracycline should not be used in this age group unless 
other drugs are not likely to be effective or are contraindicated. 

If renal impairment exists, lower-than-usual doses are indicated te 
avoid systemic accumulation and possible liver toxicity; on prolonged 
use, tetracycline serum level determinations may be advisable. The 
antianabolic action of tetracyclines may cause an increase ir BUN. In 
patients with significantly impaired renal function higher serum lev- 
els may lead to azotemia, hyperphosphatemia and acidosis. Photo- 
dynamic reactions, although rare with tetracycline, may occur; at first 
evidence of skin erythema, discontinue tetracycline. Advise photo- 
sensitive patients to avoid direct sunlight or ultra-violet light. 

Usage in pregnancy: (see Warning about use during tooth devel 
opment.) Based on animal studies, tetracyclines cross the placenta 
are found in fetal tissues, and can have toxic effects (often retarda- 
tion of skeletal development) on fetus: embryotoxicity has also beer 
noted in animals treated early in pregmancy. 

Usage in newborns, infants, and children: (see warning about use 
during tooth development.) Tetracyclines form a stable calcium 
complex in any bone-forming tissue. A decrease in fibula growth 
rate (reversible on discontinuation cí drug) has been observed ir 
prematures given 25 mg. / kg. q. 6 h orally. 

Tetracyclines are present in the milk of lactating women who are 
taking a drug in this class. 


Precautions: Watch for signs of secondary infection due tc nonsus- 
ceptible organisms including fungi; discontinue drug and institute 
appropriate therapy if this occurs. Superinfection of the bowel by 
staphylococci may be life threatening. In venereal diseases with sus- 
pected coexistent syphilis, patients should have darkfield exam- 
inations before therapy and monthly serologic tests for at least 4 
months. Because the tetracyclines have been shown to depress 
plasma prothrombin activity, patients who are on anticoagulant 
therapy may require downward adjustment of their anticoagulant 
dosage. During long-term therapy, perform periodic renal, hepatic. 
and hematopoietic function studies. All infections due to group A 
beta-hemolytic streptococci should be treated for at least 10 days 
Avoid concomitant use of penicillin amd tetracycline since the bacte- 
riostatic action of the latter may interfere with the bactericidal action 
of penicillin. Use tetracyclines with caution in persons with histories 
of allergy, asthma, hay fever, or urticaria due to greater possibility of 
sensitivity reactions. 


Adverse Reactions: Anorexia; epigastric distress; nausea; vomiting: 
diarrhea; bulky loose stools; stomatitts; sore throat; glossitis; black 
hairy tongue; dysphagia; hoarseness; enterocolitis; inflammatory le- 
sions (with candidal overgrowth) in the anogenital region (including 
proctitis and pruritus ani); maculopapular and erythematous rashes. 
exfoliative dermatitis (uncommon); rarely onycholysis. nail ciscolora- 
tion, and photosensitivity; dose-related BUN rise; rarely hepatic cho- 
lestasis (usually associated with high dosage); urticaria. 
angioneurotic edema; anaphylaxis; anaphylactoid purpura; pericar- 
ditis; exacerbation of systemic lupus erythematosus; serum sick- 
ness-like reactions (fever, rash, arthralgia); bulging fontanels in 
infants on full therapeutic dosage (disappeared on discontinuation 
of drug); anemia; hemolytic anemia; thrombocytopenia; thrombocy- 
topenic purpura; neutropenia; eosinophilia; dizziness; headache. 
Prolonged use of tetracyclines has produced brown-black micro- 
scopic discoloration of thyroid glands; no abnormalities of thyroid 
function studies are known to occur. 

It should be noted that microorganisms insensitive to one tetracy- 
cline invariably exhibit cross-resistance to other tetracyclines. 

For full information, consult package insert. 


How Supplied: Sumycin ‘250° Hydrochloride Capsules (Tetracy- 
cline Hydrochloride Capsules U.S.P.) are available in bottles of 100 
and 1000 and Unimatic^ Single Dose Packs of 100. Sumycin 
'50OO' Hydrochloride Capsules (Tetracycline Hydrochloride Capsules 
U.S.P.) are available in bottles of 100 and Unimatic Single Dose 
Packs of 100. Sumycin '250' Hydrachloride Tablets and Sumycin 
'500' Hydrochloride Tablets (Tetraeycline Hydrochloride Tablets 
N.F.) are available in bottles of 100. (A.H.F.S. 8:12.24) 
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Letters to the Editor 


Nocardia brasiliensis 
Mycetoma: Treatment With 
Co-trimoxazole 


To the Editor.— A recent study docu- 
ments the efficacy of dapsone in the 
treatment of Nocardia asteroides my- 
cetoma. Reference was made to 
successful treatment of Nocardia my- 
cetoma with cotrimoxazole (Bactrim 
or Septrin), a combination of 80 mg of 
trimethoprim and 400 mg of sulfame- 
thoxazole, which acts synergetically. 
Our ease report and accompanying 
references suggest that co-trimoxa- 
zole might be a treatment of choice in 
N brasiliensis mycetoma. 

Report of a Case.—A 49-year-old 
woman stepped on a rusty nail while 
vacationing in Hawaii in 1970. The 
nail was thought to have penetrated to 
a depth of approximately 1 cm. The 
lesion promptly healed. In July 1973, 
she noted two painful red nodules on 
the distal surface of the same foot. 
Her family physician prescribed 500- 
mg ampicillin capsules four times per 
day for three weeks, and then 250-mg 
tetracycline capsules four times per 
day for five days. By September, the 
nodules started to drain. 

Biopsy showed granulation tissue 
with a dense subacute inflammatory 
infiltrate; N brasiliensis grew in 
culture. Therapy with daily adminis- 
tration of co-trimoxazole tablets was 
instituted with complete involution of 
lesions in ten weeks. 

Comment.—González-Ochoa and Ta- 
mayo and Mahgoub should be consult- 
ed for details of other similarly 
treated patients.^* 

HowARD I. MaiBACH, MD 
WILLIAM GORHAM, MD 
Raza ALY, PhD 

San Francisco 
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Kaposi Sarcoma 


To the Editor.—In a recent paper in 
the ARCHIVES on Kaposi sarcoma 
(110:602, 1974), Klein et al report the 
case of a 37-year-old woman. She had 
systemic lupus erythematosus, for 
which she was being treated with 
azathioprine and prednisone. Three 
months after onset of therapy, she 
suddenly developed four cutaneous 
nodules on the extremities. They 
ranged in size from 5 to 15 mm, were 
dusky brown, and were freely mov- 
able. 

The description and pictorial pre- 
sentation of the patient’s lesions, their 
color and location, seem to portray the 
picture of multiple dermatofibromas. 
This impression seems to be supported 
by the accompanying photomicro- 
graph and its description in the article 
showing intertwining collagen bun- 
dles composed on monomorphic fibro- 
blasts arranged around dilated vessels 
with well-outlined endothelium. This 
picture is different from the “vascular 
slit” pattern seen in Kaposi sarcoma 
but suggests a dermatofibroma var- 
iant of sclerosing hemangioma. 

Furthermore, the age, sex, and 
racial background of the described 
patient are inconsistent with the 
visual characteristics of Kaposi sarco- 
ma, as the authors point out. 

I am suggesting that this patient 
may have a condition described by 
Newman and Walter (N Engl J Med 
289:842, 1973) as multiple dermatofi- 
bromas in patients with systemic 
lupus erythematosus on immunosup- 
pressive therapy, since six patients 
who had many dermatofibromas each 
were reported by them. 

LTC DETLEF K. GoETTE, MC, USA 

LTC RicHarD B. Opom, MC, USA 

San Francisco 


Periorbital Edema 


To the Editor.—In a recent Society 
Transactions of the Archives, a case of 
periorbital edema was discussed 
(110:140, 1974). Thyroid disease was 
briefly considered. We wish to de- 
scribe a similar case that has proved 
educational. 

In November 1971, a 63-year-old 
woman developed swelling of the 
eyelids. An ophthalmologist was con- 





sulted, and a topical antibiotic-steroid 
preparation was prescribed. The con- 
dition persisted, and she was seen by 
us about one month after onset. The 
patient complained of swelling only, 
with no other symptoms referable to 
the eyes. Examination showed defi- 
nite symmetrical edema of lower and 
upper eyelids, without signs of in- 
flammation. The conjunctivas were 
normal without redness or swelling, 
and exophthalmos was not clinically 
apparent. A detailed history and 
physical examination revealed only 
moderate arthritis of the interphalan- 
geal joints of the left thumb and fore- 
finger. There was mild xerosis of the 
lower extremities. The hands were 
noted to be spade-like in configura- 
tion. There was nothing to suggest 
hypoproteinemia of hepatic or renal 
origin, hypothyroidism or hyperthy- 
roidism, trichinosis, cardiac edema, or 
dermatomyositis. The patient’s condi- 
tion was diagnosed as idiopathic 
periorbital edema. 

However, by April of 1972, the 
patient had developed additional 
symptoms of increased lacrimation, 
blurred vision, and burning of the 
eyes. Chemosis had developed. Signif- 
icant findings included protrusion on 
exophthalmometry, decreased lateral 
gaze, deviation of the right eye 
medialy on forward gaze, and an 
increase in retroorbital resistance 
bilaterally. Serum T, and T, values, as 
well as the radioactive iodine uptake, 
were within the normal range. How- 
ever, there was absence of radioactive 
iodine uptake suppression after ad- 
ministration of liothyronine sodium 
(Cytomel), 75ug daily, for one week. A 
diagnosis of euthyroidism with infil- 
trative exophthalmopathy (euthyroid 
Graves disease) was made. 

Treatment was begun with an abla- 
tive dose of sodium iodide I 131, 
followed with replacement doses of 
desiccated thyroid. In May of 1973, her 
condition was judged as definitely 
improved. 

It would appear that early euthy- 
roid Graves disease should be consid- 
ered in the differential diagnosis of 
idiopathic periorbital edema. The 
usual thyroid panel (T, and T, tests, 
free thyroxin index, and protein- 
bound iodine) is not enough for the 
investigation of thyroid function in 
such cases. 

MICHAEL EICHWALD, MD 
Redding, Calif 

HuGH Meruorr, MD 
Red Bluff, Calif 


Letters to the Editor 


Hyperbaric Oxygen Therapy 


To the Edor.—The article "Hyper- 
baric Oxygen Therapy for Pyoderma 
Gangrenosum” by Thomas et al in the 
ARCHIVES (120:445-446, 1974) prompts 
me to report on a patient who has just 
completed therapy. 

Report of e Case.—-A 22-year-old man 
first developed noduiar ulcerative lesions 
in November 2973 or the anterior surface 
of his left lee. He has been treated for 
ulcerative co itis in the past and has been 
under treatment for this condition with 
corticosteroids and antibiotic therapy. On 
Feb 23, 1974 he had an exacerbation of a 
different type of lesion, which was also 
present at the anterior surface of his left 
leg. The pateat developed a bluish-black, 
boggy, undermining ulcer for which a diag- 
nosis of pyode-ma gangrenosum was made 
and he begar reeeiving treatment with 
antibiotics, wet compresses, increased cor- 
ticosteroid dosage, and multiple vitamins. 
He continued to develop new lesions in 
spite of his imtensive corticosteroid and 
antibiotic treatment. His leg continued to 
swell and the esions increased in size. He 
was admittec to St. Luke’s Hospital, 
Kansas City, Mo, on April 23, 1974, with a 
diagnosis of ulcerative colitis and pyod- 
erma gangremosum. The pyoderma had 
involved the entire surface of the anterior 
area of the eg and was reaching the 
posterier area. He had much ankle edema, 
which necessitated treatment with diure- 
tics and placement of the leg and calf in an 
upright positien. Six days later on April 29, 
1974, he was »ut in a hyperbaric oxygen 


chamber at 2 atmospheres pressure. The, 


treatment comsisted of oxygen for two 
hours daily for five days. He immediately 
began to improve. At the end of five days, 
it was thought that he should have a couple 
of days rest from the oxygen chamber, at 
least over Saturday and Sunday, and then 
he was giver another week of therapy. At 
the end of two^weekssof treatment, the leg 
was completely cleared of lesions. He was 
dismissed frer: the hospital and has been 
free of his d:sease since that time. 
Comment —To our knowledge, this 

case is the sond example of manage- 
ment of this entity by hyperbaric 
oxygen therapy. 

DONALD L. FUHRMAN, MD 

Eansas City, Mo 


Neutral Red Fluorescence 


To the Edetor.—Upon checking my 
neutral rec (0.1% aqueous solution) 
with a Woad lamp, I noted that it did 
not fluoresee. My alcohol-based (95% 
ethanol) ne.i-ral red has good fluores- 
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cence on a cotton-tipped applicator. 
A pharmacist mixed up two solu- 

tions, one alcoholic and the other 
aqueous from the same source of 
neutral red. Again only the alcoholic- 
based solution fluoresced. I am not 
able to explain this phenomenon, but 
since fluorescence is necessary for 
photoinactivation, I think that the 
previously mentioned information 
should be considered if neutral red is 
used (JAMA 223:289, 1973). 

STUART W. Brust, MD 

Lynchburg, Va 


More on Neutral Red Fluorescence 


To the Editor.—The quantum yield 
of fluorescence from neutral red is 
determined by several factors includ- 
ing the solvent in which the dye is 
dissolved and the pH of the solution. 
The pH of 0.1% neutral red in both 
aqueous and ethanol solution is ap- 
proximately 4.5. Therefore, the pH 
variable is eliminated and the solvent 
factor is pertinent. 

A solvent may induce radiationless 
(nonfluorescent) transition of an ex- 
cited molecule to its ground state by 
enhancement of predissociative trans- 
ition (dissipation of energy via break- 
ing chemical bonds) or by interaction 
with the excited molecule and dissipa- 
tion of its energy as heat. 

The fact that neutral red fluores- 
cence is quenched in water but not in 
ethanol is not surprising. Many sub- 
stances are known to fluoresce in one 
solvent but not another. However, the 
fluorescence of neutral red in alcohol 
and the lack of it in water probably is 
not pertinent to the clinical treatment 
of herpes simplex infections. The 
effectiveness of neutral red (or pro- 
flavine) is primarily due to its ability 
to cross viable cell walls and photosen- 
sitize intracellular replicating herpes- 
virus. Once the dye crosses into the 
intracellular milieu, it is in aqueous 
solution. 

MICHAEL T. JARRATT, MD 
TROY FELBER, MD 
Houston 


Paraben-Induced Dermatitis 


To the Editor.—In their Letter to 
the Editor concerning systemic ecze- 
matous  "contact-type" dermatitis 
medicamentosa caused by parabens, 
Aeling and Nuss’ report a paraben- 
sensitive individual whose dermatitis 
apparently was exacerbated following 
the injection of lidocaine (Xylocaine), 


which contains a paraben as a preserv- 
ative. The authors state: "Although 
not definitely proven, we think his 
exacerbation was probably secondary 
to the methylparaben preservative, 
0.001 gm/ml, in the lidocaine used for 
mandibular block anesthesia.” 

They also state: 

Aldrete and Johnson’ reported the case 
of a patient who was initially thought to 
have an immediate (type 1) hypersensi- 
tivity to lidocaine. However, direct skin 
testing and Prausnitz-Kiistner reaction 
revealed negative tests to the lidocaine and 
positive tests to methylparaben, thus prov- 
ing that parabens in multidose vials of 
lidocaine can cause immediate hypersensi- 
tivity. 

It must be strongly emphasized that 
the immediate hypersensitivity re- 
ported by Aldrete and Johnson is not 
mediated by, or related to, the delayed 
type of reaction that may produce 
systemic eczematous contact dermati- 
tis. 


Report of Cases.—Furthermore, I should 
like to report the results of testing two 
patients with clinical sensitivity and posi- 
tive patch test reactions to the parabens 
with scratch, intracutaneous, and subcuta- 
neous injections of the parabens and lide- 
caine. 

CasE L—A 57-year-old woman had 
applied a corticosteroid ointment contain- 
ing parabens to a stasis ulcer, with resul- 
tant superimposed allergic contact derma- 
titis. A strongly positive patch test reac- 
tion was obtained with parabens. 

The paraben-sensitive individual had the 
following tests: scratch tests with 1 drop of 
a “paraben stabilized” solution containing 
0.12% methylparaben and 0.012% propylpa- 
raben in a saline solution; an intracuta- 
neous test with 0.05 mg of the paraben 
solution; a subcutaneous injection of 0.5 mg 
of the paraben solution; and a subcuta- 
neous injection of 1 ml of lidocaine 
preserved with parabens. These tests were 
negative after 48 hours. 

CASE 2.—A 36-year-old woman acquired 
an allergic contact dermatitis from the 
application of a paraben-containing corti- 
costeroid cream for atopic dermatitis. 
Patch tests were strongly positive to the 
parabens. 

This paraben-sensitive patient received 
scratch, intracutaneous, and subcutaneous 
injections of paraben solutions and lido- 
caine in a manner similar to that in case 1. 
The scratch, intracutaneous, and subcuta- 
neous injections were negative in both the 
paraben-sensitive atopic patient and a 
control atopic individual, who was net 
allergic to the parabens. Furthermore, this 
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patient can use mascara containing para- 
bens on her eyelids without any difficulty. 
I have described this phenomenon as the 
“Paraben Paradox.” 


Comment.—From the results of the 
testing of these two patients, it would 
seem that the injection of, or systemic 
administration of, medicaments con- 
taining the parabens as preservatives 
is perfectly safe in patients with the 
delayed hypersensitivity to the para- 
bens. 

It would be of great interest if Drs. 
Aeling and Nuss could test their 
patients in a fashion similar to the one 
outlined in my letter and publish their 
results. 

ALEXANDER A. FISHER, MD 
Woodside, NY 
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Reply to Dr. Fisher 


To the Editor.-We would like to 
thank Dr. Fisher for his comments 
regarding the patient we reported 
with probable systemic eczematous 
“contact-type” dermatitis associated 
with parabens. We certainly agree 
that this must be quite rare, and 
probably small doses of parenterally 
administered parabens given intra- 
dermally or subeutaneously will not 
cause a flare of eczematous dermatitis 
in a previously sensitized patient. 
However, in our patient a parenterally 
administered dose was given for 
mandibular block anesthesia. Our den- 
tal colleagues state that 2 to 8 ml of 
anesthetic solution for dental proce- 
dures is commonly used. Also intraoral 
submucosal tissues are extremely vas- 
cular, and certainly a large percentage 
of the administered dose finds its way 
directly into the circulation. Nichols 
and Cutright reported that aramine, 
aminophylline, epinephrine, and wya- 
mine have almost an identical phar- 
macologic action when intraoral sub- 
mucosal administration is compared 
with intravenous administration 
(Oral Surg 32:677-684, 1971). 

We think that only an intraoral or 
intravenous challenge with the same 
lidocaine dose as given previously 
would prove or disprove the possibility 


658 Arch Dermatol/Vol 111, May 1975 


of systemic eczematous  "contact- 
type" dermatitis in our patient. 
Unfortunately, our patient left our 
geographic area shortly after seeing 
him; thus, no rechallenge dose could be 
administered. 

DoNALD D. Nuss, MD 

JOHN L. AELING, MD 

Denver 


Citation Error 


To the Editor.— An additional article 
in the ARCHIVES that describes the 
condition documented by R. I. Ru- 
dolph et al concerning bitemporal 
aplasia cutis congenita (110:615, 1974) 
is a pedigree described by N. E. 
Jensen of what is undoubtably the 
same condition (Br J Dermatol 84:410, 
1974) A more serious omission re- 
garding failure to cite pertinent liter- 
ature concerns the article on liver 
disease in psoriatics by Shapiro et al 
in the ARCHIVES (110:547, 1974). Simi- 
lar work with similar findings had al- 
ready been published by Zachariae 
and Sogaard in Dermatologica 
(146:149, 1978). 

ROBERT L. COUPE, MD 
Burnaby, British 
Columbia, Canada 


Reply to Dr. Coupe 


To the Editor.—We thank Dr. Coupe 
for referring us to the article by Jen- 
sen. His cases bear resemblance to 
the patients we described? and those 
of Setleis et al? only in that there are 
areas of aplasia cutis on the temporal 
areas, with some abnormalities of the 
eyebrows and lashes. The peculiar 
facies and other abnormalities listed 
by Setleis and us were entirely absent 
in all family members. Certainly, the 
cases pictured by Jensen bear no clin- 
ical similarity to our case and little to 
those of Setleis (which are reproduced 
in Jensen’s. article). 

Moreover, this article (like that of 
Setleis) was missed in our search of 
the literature because of what we 
think is an incorrect use of the term 
"congenital ectodermal dysplasia” 
(CED). In our thinking, “CED” should 
be strictly reserved for the distinct 
and rare familial syndromes so well 
known and easily recognized by 
dermatologists. The cases we de- 
scribed and those of Jensen and 
Setleis et al, fit into the dermatologic 
category of aplasia cutis congenita— 
localized areas of incorrectly devel- 
oped skin. Aplasia cutis certainly fits 


into the very broad general category 
of ectodermal defects, but the cases 
we and others describe shoud not be 
referred to purely as “ectodermal 
dysplasia.” 
ROBERT RUDOL?H, MD 
WILLIAM SCHWARTZ, MD 
JAMES J. LEYDEN, MD 
Philadelphia 
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Toxic Epidermal Necrolysis 


To the Editor —Rudolph et.al, in the 
ARCHIVES (110:559, 1974), have pre- 
sented evidence that steroics should 
not be used in bacterial-induced toxic 
epidermal necrolysis (TEN). I agree 
with their conclusions, since immuno- 
suppression should only enhznce such 
a disease.' 

They also believe that 'cases of 
clear-cut S. aureus toxin mediated 
TEN can be safely and quickly 
aborted with systemic antibiotic ther- 
apy alone." This statement is support- 
ed by their clinical observa-ion that 
"all 10 patients had swift deferves- 
cence with a cessation of spread of 
erythema and necrolysis ir two to 
three days...” 

I believe that these autbors have 
mistaken the natural course of the 
disease for a response to therapy. In 
order to make such a statement they 
would have to know the natural course 
of untreated staphylococcal TEN. To 
my knowledge, that information has 
never been published. The animal 
models of Melish and Glasgow’ have 
been used to support the centention 
that antibiotics are useful and ste- 
roids deleterious. Their methods con- 
sisted of injection of either live orga- 
nisms or the exfoliative toxin. Their 
animal models demonstrated that an- 
tibiotics were effective only if given 
before the onset of the rash." Neither 
of these represent the usual state of 
the patient with staphylococ-al scald- 
ed skin syndrome (SSSS). 

In a series of 83 patients with SSSS 
from the Buffalo Children's Hospital, 
60 patients had 112 blood cultures. All 
were negative. This means that the 
organisms probably colonized the mu- 
cous membranes, liberated tcxin with- 


Letters to the Editor 


r 


\e 


out invasion, and produced the dis- 
ease. There have, however, been a few 


documented incidences of staphylo- 
coccal sepsis in child»en? and in adults‘ 
with SSSS. In these few septic 
patients, antibiotic zreatment should 
be life-saving. Since I do not believe 
that the previously reported animal 
models can be used to rationalize 
treatment, this leaves only the clinical 
factors. In the same series of 83 
patients with SSSS from the Buffalo 
Children’s Hospital, no form of treat- 
ment—antibiotic, steroid, or sympto- 
matic—imfluenced the progression of 
the disease. The daration of active 
disease (fever and leukocytosis, bullae 
and erythema) and the onset of 
desquamation did not vary markedly 
among those treated with antibiotics 
alone (51 patients), those treated with 
antibiotics and systemically adminis- 
tered steroids (15 patients), those 
treated with systemically adminis- 
tered steroids (11 patients), or those 
who were given supportive care only 
(six patients). 

The Staphylococeus aureus must 
have continued to produce exfoliative 
toxin in those patierts not given anti- 
bioties, but its effeets were probably 
negated by antibodies or exhaustion 
of substrate. The carrent authors do 
not state whether any of their 
patients were septic If sepsis was not 
present, then antibioties probably did 
little to change the course of TEN in 
their patients. 

Hopefully, a more physiological use 
will be made of the existing animal 


models so this *herapeutic conun- 
drum can be resolved. 
James E. Rasmussen, MD 
|: qud 
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Reply to Dr. Rasmussen 


To the Editor.-m the first para- 
graph of his letter, Dr. Rasmussen 
states that he is ir agreement with 
our conclusion tha: systemically ad- 
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ministered steroids should not be used 
alone in bacterial-induced toxie epi- 
dermal necrolysis (TEN). This, how- 
ever, is contradicted by his later state- 
ment that 11 of 83 patients were 
treated successfully with systemically 
administered steroids alone. In our 
minds, this raises the possibility that 
these cases were in fact drug-induced 
varieties and not due to Staphylo- 
ceccus aureus. In our experience, 
systemic steroid therapy without anti- 
biotic coverage produced a clear-cut 
extension of the disease process. 
Melish and Glasgow, in addition, have 
ceme to similar conclusions in their 
experimental model. 

Dr. Rasmussen points out that in 
the experimental situation antibiotic 
therapy prevents severe exfoliation 
and death only if the antibiotic is 
given within four hours of injecting 
newborn mice with live S aureus orga- 
nisms. He then argues that antibiotic 
therapy in humans is not indicated 
when exfoliation has begun and states 
that antibiotic therapy should be 
reserved only for patients with S 
aureus septicemia. He offers, as 
proof, six patients who were untreat- 
ed but recovered. We have seen mild 
or abortive cases of TEN that usually 
appear initially as perioral desquama- 
tion and low-grade fever and that 
undergo a rapid involution without 
therapy. In such cases, host defenses 
unquestionably have adequately han- 
died the problem. We would be 
unwilling to agree that the animal 
model gives conclusive guidelines for 
human therapy. Children with exten- 
sive bacterial-induced TEN show a 
prompt clinical improvement when 
given systemic antibiotic therapy, 
which is also the regimen used by 
Melish and Glasgow in the reference 
cited by Dr. Rasmussen. 

It seems far more rational to us to 
institute immediate treatment aimed 
at eliminating the S aureus orga- 
nisms, which are liberating the toxin 
responsible for the scalded skin syn- 
drome than to withhold therapy. 
Waiting for natural host defenses, 
such as antitoxin antibodies and 
phagocytosis, to clear the condition 
may be an unwarranted risk. The 
more severely affected patients with 
generalized involvement respond so 
promptly to antibiotic therapy that we 
would be most reluctant to attempt 
any other approach in these cases. For 
many milder cases, however, support- 
ive therapy alone may be sufficient. 

Sixty-six of Dr. Rasmussen’s 83 


patients were treated as we recom- 
mend with either systemic antibiotic 
alone or in combination with systemic 
steroids. Of the remaining 17 patients, 
11 received systemic steroids as sole 
therapy and cleared. This raises, as we 
said, a question of diagnosis. Only six 
patients received no therapy at all, 
and we must question the severity and 
extent of the eruption in those chil- 
dren. 

We, therefore, maintain our ap- 
proach as reported, namely, systemi- 
cally administered antibiotics in clear- 
cut S aureus TEN, systemically ad- 
ministered corticosteroids in clear-cut 
drug-induced varieties, and their com- 
bined usage in cases of uncertain 
cause. 

ROBERT I. RUDOLPH, MD 
JAMES J. LEYDEN, MD 
Philadelphia 


Test Your Knowledge Quiz 


To the Editor.-Fry et al found 
decreased serum levels of IgM in four 
of 12 patients with dermatitis herpeti- 
formis (Lancet 2:729-733, 1967). As far 
as I know, this work has not been 
discredited. Yet, according to the 
answer to the Test Your Knowledge 
question in the ARCHIVES (110:252, 
1974), one may not expect to find 
“decreased or undetermined serum 
levels of IgM” in dermatitis herpeti- 
formis. When wrong. answers are 
given, these quizzes really do "test 
your knowledge" .  - 

DaviD A. Voron, MD 
Areadia, Calif 


Reply to Dr. Voron 


To the Editor.—As printed, I must 
agree with Dr. Voron that the Test 
Your Knowledge question in the 
ARCHIVES (110:252, 1974) does not 
provide an incorrect choice. The ques- 
tion as originally submitted to the 
ARCHIVES stated "decreased or absent 
levels of IgM" (not "undetermined," 
which makes no sense). Although one 
would expect to find, as Dr. Voron 
states, decreased levels of serum IgM, 
absence of IgM would not be expected, 
and the original inclusion of "absent" 
in choice D would render it not 
completely true. I must apologize for 
what may have been an editorial error 
and thank Dr. Voron for his vigilance 
and interest in this feature of the 
ARCHIVES. 

Manc E. GOLDYNE, MD 
Rochester, Minn 
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ATLANTIC DERMATOLOGICAL 
CONFERENCE 


Philadelphia, April 13-14, 1973 
Charles H. Greenbaum, MD, Recorder 


Tuberculoid Leprosy vs Sarcoidosis. Pre- 
sented by C.H. GREENBAUM, MD, Y. 
Kaun, MD 


A 39-year-old man, of Neapolitan an- 
cestry but born and reared in Philadelphia, 
developed scattered violaceous, infiltrated 
plaques on the shoulder, nose, back, arms, 
and legs three years prior to examination. 
The lesions were asymptomatic but in- 
creased in numbers. Two years before ex- 
amination, he developed pulmonary com- 
plaints associated with hilar adenopathy 
and right middle lobe infiltration, demon- 
strated roentgenographically. At that 
time, he stopped therapy with diphenylhy- 
dantoin sodium, phenobarbital, and primi- 
done, which he had been taking following 
removal of an ependymoma 15 years previ- 
ously. 

Physical examination showed thickening 
of the right ulnar nerve and the right 
great auricular nerve. Hypesthesia was de- 
tected in some lesions, although histamine 
injection produced a normal flare. Labora- 
tory studies showed normal values for the 
following: complete blood cell count; plate- 
let count; serologic tests for syphilis; serum 
calcium, phosphorus, blood urea nitrogen, 
uric acid, glucose, cholesterol, bilirubin, 
and alkaline phosphatase; antistreptolysin 
O titer; lactic dehydrogenase; and serum 
glutamic oxaloacetic transaminase. Puri- 
fied protein, second strength, was nega- 
tive, and  glucose-6-phosphate dehy- 
drogenase value was normal. Total serum 
protein value was 7.1 gm/100 ml; serum 
globulin, 2.1 gm/100 ml; serum albumin, 5.0 
gm/100 ml; IgG, 840 mg/100 ml; IgA, 175 
mg/100 ml; and IgM, 60 mg/100 ml. Chest 
x-ray films showed changes compatible 
with sarcoidosis. Kveim test using three 
different antigens was positive clinically 
and histologically. Lepromin test result 
was positive. Numerous skin biopsy speci- 
mens were interpreted as sarcoid reaction 
or granulomatous inflammation consistent 
with tuberculoid leprosy. 

Dapsone therapy was initiated in June 
1972. The skin lesions regressed consid- 
erably, and in January 1973, the dose was 
reduced from 165 mg daily to 100 mg every 
other day. 


Discussion 


Dr. SAMUEL MOSCHELLA: The patient was 
born in Philadelphia, which is not an en- 
demic area for leprosy. He has pulmonary 
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lymphadenopathy and is taking an anti- 
convulsant drug that may cause a pseu- 
dolymphoma syndrome with pulmonary 
changes. In an attempt to find other pos- 
sible manifestations of sarcoidosis, the oc- 
currence of erythema nodosum is consid- 
ered, the enlargement of lacrimal and 
salivary glands is evaluated, and change in 
scars is looked for. Peripheral nodes, liver, 
and spleen were not palpable. The great 
auricular and ulnar nerves were reported 
as enlarged, but I am unable to discern 
these changes or any associated sensory or 
motor deficits; results of the histamine 
skin test to evaluate the integrity of auto- 
nomic axon reflex were negative. If a sus- 
pected nerve is accessible, biopsy can be 
diagnostically helpful. Although the lepro- 
min test is strongly positive in tuberculoid 
leprosy, it is frequently positive in patients 
in nonendemic areas. Review of laboratory 
data shows a normal serum calcium and 
immunoglobulin pattern. Results of the 
Kveim test are positive in the majority of 
eases of active sarcoidosis, but they may 
also be positive in leprosy. The patient has 
a negative tuberculin test; this is consist- 
ent with sarcoidosis. The prevalence of tu- 
berculin test positivity in endemic areas of 
leprosy is similar in tuberculoid and lepro- 
matous leprosy, as well as in healthy 
people. Ramasoota, Graham, and Johnson 
(1965) did a comparative study of the histo- 
logic features of tuberculoid leprosy and 
sarcoidosis and noted that tuberculoid lep- 
rosy was more likely to have tuberculoid 
epidermal microabscesses, nonspecific in- 
filtration in dermal papillae, cord-like tu- 
bercles, invasion of arrector pili muscles, 
sweat glands, and nerves, and an absence 
of fibrinoid degeneration in tubercles. The 
lymphocyte transformation test with the 
lepra bacilli is relatively strongly positive 
in tuberculoid leprosy. The clinical condi- 
tion of this patient is consistent with sar- 
coidosis. 

CAPT DoNarD L. Baxter, MC, USN: I 
find it extremely difficult to account for the 
therapeutic response of the patient if he 
has sarcoidosis. Several patients with tu- 
berculoid leprosy, whom we have treated 
with dapsone over a period of a year in the 
Navy, showed clearing of hypesthetic 
patches. This patient has been taking anti- 
leprosy drugs for a considerable length of 
time, and that may account for the loss of 
sensory deficit. 

Dr. HERBERT MESCON: What is the pres- 
ent status of a possible Kveim test in 
Philadelphia with the different antigens 
they are using? Are these antigens that 
have given negative tests in negative pa- 
tients and positive tests in supposedly pos- 
itive patients, and if you use such an anti- 
gen, is it diagnostic or not? 

Dr. GREENBAUM: When I first saw this 
patient in my office, I thought he had a 
drug reaction because of the primidone, 
phenobarbital, and diphenylhydantoin so- 
dium that he was taking. His case has been 
presented twice to the Philadelphia Der- 


matological Society. I think he has sarcoi- 
dosis. Sarcoidosis is practically endemic in 
Philadelphia. I have never seen violaceous 
lesions like this, but I have seen them de- 
scribed in the literature. As far as the 
Kveim test is concerned, Dr. Harold Israel, 
who is interested in sarcoidosis, studied 
this patient and used three different anti- 
gens. I do not know anything about the va- 
lidity of the antigens. All three of the tests 
were positive. The chest x-ray film sup- 
ports the diagnosis of sarcoidosis. It cer- 
tainly does not support the diagnosis of tu- 
berculoid leprosy. 

Dr. ALBERT M. KLIGMAN: The doctors 
from Boston deserve a semious answer 
from the Philadelphians, and I only mouth 
the words of Harold Israel, who says that 
what the Kveim test represents is the 
presence of pulmonary adenopathy in sar- 
coidosis, and that is all. If there is no such 
adenopathy, the Kveim test may very well 
be negative. 


Generalized Paraffinoma (Sclerosing Lipo- 
granuloma). Presented by F. URBACH, 
MD, R. Bonper, MD. 


A 27-year-old woman receiwed numerous 
injections of what she thought to be sili- 
cone in her calves while in Mexico in 1966. 
In actuality, she received 16 to 18 injec- 
tions of mineral oil every other day into 
the medial and lateral aspects of both 
calves. Three months later, she developed 
swelling, discoloration, and tenderness of 
both calves. By 1967, the pain anc dis- 
coloration had progressed up her thighs, 
and she subsequently developed ulcera- 
tions. She received therapy for cellulitis 
and lymphangitis at another hospital. In 
1968, she was seen by us. Laboratory stud- 
ies showed leukocytosis, increased erythro- 
cyte sedimentation rate, and reversal of al- 
bumin-globulin ratio. Chest x-ray films 
showed fine nodular densities scattered 
throughout both lung fields. Soft-tissue x- 
ray films of the legs showed multiple areas 
of fibrosis. A biopsy specimen of skin 
showed sclerosing lipogranulomas, as did 
lung and inguinal node specimens. Treat- 
ment with 30 mg of prednisone daily re- 
sulted in clearing of the pulmonary den- 
sities in three months. Presently, the 
patient is taking 5 to 7.5 mg daily. 


Discussion 


Dr. FREDERICK URBACH: The patient is 
of Cuban origin, and while she was a 
showgirl in Las Vegas, someone com- 
mented that her calves were not as large 
as apparently was considered attractive 
and recommended that she have silicone 
injections. This being illegal in the United 
States, she went to Mexico City to a female 
practitioner who had treated many of her 
friends. Over a period of several months, 
she had 1 liter of an oil material injected 
into her ealves. Shortly after the first in- 
jection, she developed something similar to 
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thrombephlebitis, fer which she was 
treated locally. She then had many more 
injections, and after some, she developed 
ulcerations. After she was married and 
moved to Philadelphia, she came to our at- 
tention. | 

The clinical conditisn initially was some- 
what as it is now: ye lowish, thick plaques 
on the lower extremities, extending up 
over the thighs, witF some of these areas 
surrounded by an irflammatory halo ex- 
tending up onto the trunk, and inguinal 


adenopathy. trie- to find out if such a 
reaction had ever occarred from silicone. A 
well-known manufacurer of silicone was 


helpful-and provided all of their materials 
for us. In animal experiments (and even 
injecting a little inte ourselves), we could 
not produce any kine of inflammatory re- 
action. At this time, 3 lymph node was re- 
moved from the patient's groin. Dr. Davies 
of our Biochemistry Department did thin- 
layer canomepeer spay and advised us that 
the material in the mode appeared to be 
mineral oil. We thea talked on the tele 
phone to the practitisner who had injected 
the material into ths patient, and she as- 
sured us she had not used silicone, but only 
the very best grade of "Nujol". Our pa- 
tient thus had been mjected with over a li- 
ter of mineral oil. Wren originally seen by 
us, she-had fever, anzlevated serum globu- 
lin level, a low serum albumin level, and a 
chest x-ray film thatdooked like miliary tu- 
berculosis, or like the microembolization of 
lipid semetimes seer the day after a lym- 
phangiogram. She hed a definite reduction 
of pulmonary funetion. An open lung 
biopsy was performed, and the histologic 
findings showed lipid granules surrounded 
by à mramiomatos infiltrate. The only 
similar cases we could find were the two 
cases of lipogranulema in the penile and 
scrotal area, preseated by Dr. Graham 
many years ago, whzh had the same histo- 
logic picture. 

We treated this patient with cortico- 
steroids, and her lu-gs cleared completely 
in a week or two. She has had recurrent in- 
flammatory attacks several episodes of 
syncope, and one mzjor convulsion. Biopsy 
specimens of the lung, the inguinal lymph 
nodes, the skin, subcutaneous tissue, and 
the muscle showed lipid deposits. About 
three years after sae had been asympto- 
matic, she became pregnant. While we 
could not tell abouz the outcome of the 
pregnancy, we were-sufficiently concerned, 
and with her and ber husband's consent, 
the pregnancy was aborted, and lipid gran- 
ules were found in the uterine scrapings. 
She will obviously carry this lipid with her 
for many years, sinse there is no route for 
metabolic breakdown for mineral oil. At 
this time, she is aswmptomatic, except for 
some occasional swelling of the legs. 

Dr. KuiGMAN: Dic you use the word “al- 
lergic”? I should think this would be a for- 
eign-body granuloma with no immunologic 
undertones. 

Dr. Ursacu: I should use the word “al- 
lergic” with some caution. At least 20 
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friends of this patient had somewhat 
fewer injections from the same practi- 
tioner. We traced some of these, and ex- 
cept for a yellowish discoloration, they had 
never had any inflammatory changes. 
From what we can find from the Mexican 
authorities, perhaps thousands of people 
have had large amounts of mineral oil in- 
jected into them, so apparently this is not a 
reaction of a primary irritant nature. 
Whether it is truly allergic cannot be 
proved in the absence of specific anti- 
bodies. The histologic picture was a granu- 
lomatous one, with angiitis of the kind that 
pathologists today tend to associate with 
allergy. 


Mycosis Fungoides. Presented by W. 
SHELLEY, MD, J. LEYDEN, MD 


A 16-year-old girl first developed a papu- 
lar eruption at the age of 3 years. The le- 
sions enlarged, became scaly, and resolved 
with either increased or decreased pigmen- 
tation of the site and some "cigarette 
paper” atrophy. In the last 1!^ years, scat- 
tered papules and nodules appeared on 
various areas, to last four to five weeks and 
then resolve. Her health was otherwise 
unimpaired. The laboratory findings were 
as follows: hemoglobin, 11.3 gm/100 ml; 
hematocrit reading, 35%; white blood cell 
count, 5,600/cu mm, with 74% neutrophils, 
1% eosinophils, and 25% lymphocytes; blood 
chemistry studies using an automated mul- 
tiple analysis system, normal; and serum 
protein electrophoresis, normal except for 
slightly decreased albumin. Skin tests 
were positive to Candida albicans, and 
negative to Trichophyton and mumps anti- 
gens. Bone marrow examination showed a 
mild increase in reticulum cells. Skeletal 
survey was normal. Sensitization test to 
2,4-dinitrochlorobenzene showed an appro- 
priate delayed hypersensitivity response. 
Skin biopsy specimen was suggestive of 
mycosis fungoides. An axillary node 
showed dermatopathic lymphadenopathy. 


Discussion 


Dr. ABRAHAM J. ORFUSS: The patient did 
not have infiltrated plaques. She did have 
papules but no lymph node involvement, 
and the duration of the dermatitis since 
age 3 without any further advance makes 
me doubt the diagnosis. On the extensor 
areas of the forearms, she had some le- 
sions that consisted of small, white, almost 
angular papules. Some were macules, and 
some could actually be felt. I offer the diag- 
nosis of lymphomatoid papulosis or of li- 
chen sclerosus et atrophicus. These condi- 
tions have been known to start at age 3 
and last for a long time. I grant that the 
picture of her body lesions is different 
from the lichen sclerosus et atrophicus I 
have usually seen, but I feel that the diag- 
nosis of mycosis fungoides should be re- 
considered. 

Dr. KLIGMAN: Many dermatologists have 
trouble believing that they may be looking 
at an undescribed disease, that they may 


have the exalted opportunity to originate a 
new syndrome. It seems to me that this is 
not a mycosis fungoides. It might fall into 
the field of the pseudomalignant conditions 
that we are getting more familiar with, 
such as papular lymphomatosis, juvenile 
melanoma, and various fibromatoses. Per- 
haps one should search the literature to see 
if this condition has been described before. 

Dr. HERMAN BEERMAN: I could not ex- 
pect to see more classical findings for my- 
cosis fungoides than those in the skin sec- 
tions dated Nov 8, 1972. 

Dr. GREENBAUM: It is not true that this 
patient does not have any lesions today. 
She has a 1-em, dome-shaped, plum or red- 
dish-purple lesion on the ulnar surface of 
the left forearm. 

DR. URBACH: It is not uncommon for pa- 
tients with mycosis fungoides to go on for 
one or two decades without developing 
heavy infiltrates or tumors. I should point 
out that this patient would be an excellent 
candidate for therapy with a topically ap- 
plied nitrogen mustard. The recent devel- 
opments in Dr. Van Scott's clinic are en- 
couraging. At the moment, I believe he has 
more than 100 patients receiving therapy 
in one stage or another. Since this pa- 
tient still maintains her delayed hyper- 
sensitivity reactivity, she should be a good 
candidate, since the only ones in which top- 
ical therapy has failed were those whose 
conditions were so far advanced that they 
no longer had an immunologic response. 

There was one patient who, according to 
Dr. Kligman, had perhaps what we should 
call the “Van Scott syndrome." This pa- 
tient accepted a transplant of a piece of 
pigskin without any rejection for at least 
nine months before he died of other causes. 

The latest development in this area is to 
make the patient nonreactive to the con- 
tact-sensitizing effect of a nitrogen mus- 
tard. Dr. Van Scott has been able to do this 
by giving very small doses to his patients 
(on the order of 200ug infused intrave- 
nously weekly) for a period of three to four 
weeks before starting topical therapy. 
These patients then became incapable of 
responding to a nitrogen mustard immuno- 
logically. There are now 40 to 50 patients 
who, over a period of several years, have 
clinically and histologically gone into total 
remission. 

Dr. PLICKTON: One of the skin sections 
was strongly suggestive of Hodgkin dis- 
ease. 

Dr. MEscoN: Over the last several years, 
there have been cases shown of histologi- 
cally malignant disease, which, when 
worked up immunologically, have anti- 
bodies, or blocking antibodies, or blocking, 
blocking, blocking antibodies that for some 
reason prevent the internal growth or in- 
ternal spread of malignant disease—so 
that maybe they should not be called “‘ma- 
lignant" when they do not behave like ma- 
lignant disease biologieally. Most of us 
have seen cases of mycosis fungoides— 
whatever that means-that last for many 
years, and sometimes these cases regress 
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and sometimes they progress. 

This patient unequivocally has a histo- 
logically malignant condition, but ob- 
viously it is not biologically malignant at 
this time or she would not have survived all 
these years. If this is so, then do we jeo- 
pardize her chances of survival by trying 
to upset her immunologic picture with sen- 
sitization? I do not know the answer to 
this, but I do not think it can be dis- 
regarded. 

Dr. ADRIAN Bropey: I too saw poi- 
kiloderma. In fact, there were depressed 
atrophic lesions suggestive of atropho- 
derma of Pasini and Pierini. I thought, too, 
there was lichen sclerosus et atrophicus on 
the extremities. I believe, as Dr. Mescon 
does, that the clinical picture and the histo- 
logic picture are discordant. 

Dr. ROBERT STOLER: When Dr. Van Scott 





was in Washington, we collected about a 
dozen cases of people who had either lym- 
phoma or mycosis fungoides histologically, 
but who gave a history of having had their 
condition for two or three years or longer 
(one man for as long as 30 years). We de- 
cided not to treat but just to observe them. 
The patients who showed no active prog- 
ress were not treated, and they are still 
surviving. Only the treated ones have died, 
with three exceptions. The immune re- 
sponses possibly remained intact in the 
surviving patients. 

Dr. J.L. FRoMER: The course of lym- 
phoma is so variable that no one is going to 
come up with specific answers until we 
have better staging and better knowledge 
of what is going on. I would not treat this 
girl: I would continue to watch her. 

The University of Chicago group be- 


lieves in treatment from the beginning, 
and they are in the process of collecting 
patients to whom they are giving up to 
4,000 rads in six to eight weeks in the nope 
of producing an immunologic and histo- 
logic cure. 

Dn. JAMES LEYDEN: Most o? the hyper- 
pigmented, slightly atrophic areas previ- 
ously were infiltrated nodules, and they 
represent the resolving picture. We have 
seen this progression: eruption of various- 
sized infiltrated nodules that histologieally 
have a malignant appearance, ranging 
from Hodgkin disease to myelegenous leu- 
kemia, and several that were typical 
mycosis fungoides. As they spontaneously 
involute, they leave hyperpigmented 
atrophic patches. This girl is handling this 
disease well on her own, and at this time 
we do not plan to interfere. 
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Oct 19, 1973 
Charles H. Greenbaum, MD, Recorder 


Dermatitis Herpetiformis. Presented by D. 
N. Mac Vicar, MD, D. Cox, MD 


A 6-year-old boy developed blisters on 
the shoulders seven weeks prior to exami- 
nation. The eruption became increasingly 
pruritic and spread to involve ears, scalp, 
trunk, axillae, genitals, and legs, and some 
of the blisters became hemorrhagic and 
crusted. The lesions healed leaving hypo- 
pigmented areas. Recently, the child devel- 
oped oral lesions. Findings from physical 
examination were normal. A skin biopsy 
specimen was suggestive of dermatitis 
herpetiformis. Immunofluorescence stud- 
ies showed the presence of IgA but ab- 
sence of IgG at the dermoepidermal junc- 
tion. 


Discussion 


Dr. RAUL FLEISCHMAJER: Involvement of 
the scalp is common in the infantile form 
of dermatitis herpetiformis. What is the 
rationale for using vitamin E therapy? 

Dr. DONALD R. Cox: The patient was 
given vitamin E for five days because, in 
the August 1973 ARCHIVES, some of the 
bullous diseases of childhood were reported 
to respond to this. There was no response 
in our patient. About a week ago, we 
started sulfapyridine therapy (1 gm daily), 
which has caused a dramatic change in the 
condition. 

Dr. Harvey Grass: This disease is un- 
common in children. The vesicular-bullous 
variety is more common than the papular- 
vesicular type, and symptoms are often 
variable or nonexistent in children. I would 
like to ask what the eosinophil count was. 
It is high in 8095 of cases. The sites af- 
fected in the childhood type of dermatitis 
herpetiformis tend to be the face, torso, 
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and genital area, whereas the adult variety 
tends to affect the extensor areas, espe- 
cially the lower extremities. 

This patient is using iodized salt, and I 
wonder if it would make any difference. 
Also, there is an increase of the serum y- 
globulin level in these cases and a decrease 
in a, globulin level. 

Dr. Mac Vicar: The absolute eosinophil 
count was about 1,800/cu mm. The promi- 
nent involvement of the scalp is notewor- 
thy and shows that dermatitis herpeti- 
formis may invade this area, occasionally 
with pruritis being the major symptom. It 
reminds me of an adult patient who came 
to the clinic off and on for eight or ten 
years with a complaint of "my scalp is kill- 
ing me, itching like mad." His condition 
was called “neurotic excoriations" and 
seborrheic dermatitis. Finally, he devel- 
oped lesions on the side of the neck that 
clinically and histologically were found to 
be dermatitis herpetiformis. 


Morphea. Presented by A. WATSON, MD, E. 
VONDERHEID, MD 


A 18-year-old girl developed progressive 
hardening of the skin on the left side of 
the face four years ago. The changes have 
been asymptomatic and have not pro- 
gressed in the last year. The face is asym- 
metric because of definite left-sided at- 
rophy. A 3x4cm, tan, slightly indurated, 
shiny area is present on the left cheek. 
There is impairment of the eruption of 
permanent teeth of the upper jaw. Skull x- 
ray films were normal. Electromyography 
showed many low-amplitude, short-dura- 
tion motor action potentials of the fron- 
talis and orbicularis oculi muscles bilat- 
erally. Facial nerve latency is normal. 
A biopsy specimen gave evidence of 
morphea. 


Discussion 


Dr. JOHN W. PEtrRozzi: I did not think 
the area was indurated at all. In fact, it 


was very soft. I wondered if this was not a 
case of Romberg facial hemiatrophy. 
Dr. FLEISCHMAJER: My first impression 


- was that this represented a case of local- 


ized lipodystrophy, the diagnosis based on 
the total disappearance of subcutaneous 
tissue and the lack of induration. However, 
the biopsy specimen showed replacement 
of the subcutaneous tissue by collagen. I 
did not see many inflammatory cells. Dr. 
Reeves and I recently completed a study of 
28 cases of localized scleroderma. The most 
striking feature was the presence of a cel- 
lular infiltrate involving the subcutaneous 
tissue. The presence of plasma cells in 
more than 80% of the cases studied was 
noteworthy. 

Dr. PETER J. KOBLENZER: The persist- 
ence of the primary dentition would sug- 
gest a nevoid condition like Ramberg dis- 
ease, but I have never seen this type of 
cutaneous or dental change in Romberg 
disease. 

CAPT DonaLp L. Baxter, MC, USN: 
This is a typical case of facial hemiatrophy. 
One of the most comprehensive reviews on 
this subject was written by Archambault 
and Fromm (Arch Neurol Psychiat 27:529- 
584, 1927). They reported three cases and 
reviewed 400 previously reported cases. 
They emphasized the associated neurolegic 
changes and favored a sympathetic rer- 
vous system cause. Morphea was present in 
less than half of their cases. Romberg 
disease is frequently associated with cra- 
nial nerve loss, as well as Horner syndrcme 
and changes in the sympathetic nervous 
system. 

Dr. ARTHUR Sosis: I saw this patient 
several years ago when I was a resident. 
She did have typical morphea a: that time. 
She is now definitely improved. The area of 
involvement had decreased in size and has 
become atrophic in the center. Now there 
is no evidence of the thickened white 
plaques in the central areas of her face 
that had then been present. 
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TAKES THE HEAT OFF 


"OINTMENT 0.05% 
CFLUOCINONIDEJ 


*Lidex Ointment relieves the parched, itchy lesions and the other 
inflammatory manifestations of all steroid-responsive dermatoses. 
Because the fluocinonide in Lidex Ointment is always 10076 dissolved, 
the full effectiveness of the steroid is available immediately upon application. 
Result: full potency therapy for dry, steroid-responsive dermatoses. 


CONTRA/NDICATIONS: Topical steroids are contraindicated in vac- 
cinia, varicella, and in pa»ents hypersensitive to any components of 
this preparation 

PRECAUTIONS: If irritason develops, discontinue and institute 
appropriate therapy. If in&ction is present, institute use of an appro- 
priate antitunga! or antibacterial agent. If a favorable response does 
not occur promptly, discentinue the corticosteroid until the infection 
is adequately controlled. 

Intreatingextensive areas, the possibility exists of increased systemic 
absorption of the corticosteroid and suitable precautions should be 
taken. in pregnant femabss, the safe use of topical steroids has not 


been established. Therefore, they should not be used extensively in 
these patients, in large amounts or for prolonged time periods 

Not for ophthalmic use. 

ADVERSE REACTIONS: Local adverse reactions reported with topi- 
cal steroids: burning, itching, irritation, dryness, secondary infec- 
tion, folliculitis, acneform eruptions, hypopigmentation, striae, skin 
atrophy. 

HOW SUPPLIED: LIDEX 0.05% Cream — 15g., 30g. and 60g. tubes. 
LIDEX 0.05% Ointment — 15g., 30g. and 60g. tubes 


SYNTEX Syntex Laboratories, Inc. 
Palo Alto. California 94304 





News and Notes 


SID-ESR Joint Meeting.—The Sec- 
ond Joint Meeting of the Society for 
Investigative Dermatology and the 
European Society for Dermatological 
Research will be held at the Raicon- 
grescentrum in Amsterdam, June 9- 
18, 1975. 

In addition to formal papers and 
poster papers, there will be 16 work- 
shops and four special lectures. Tours 
of the countryside and museums will 
be available. Any interested scientists 
or physicians may attend. For those 
interested in attending, further infor- 
mation and a program may be ob- 
tained from W. Mitchell Sams, MD, 
Secretary-Treasurer for the Society 
for Investigative Dermatology, 3941S 
Cherry, Inglewood, CO 80110. 


Third South African International 
Dermatological Congress.— The Derma- 
tological Society of South Africa will 
hold its Third International Dermato- 
logical Congress in Durban, South 
Africa, June 18-21, 1975. 

The main themes of the congress 
will include (1) progress in dermato- 
logical therapy, (2) aspects of tropical 
dermatology, (3) immunology, and (4) 
cutaneous malignancy. Other sessions 
will be devoted to miscellaneous com- 
munications of short duration. Inter- 
national participation is invited, and 
the official language will be English. 
Full details are available from B. 
Bentley-Phillips, MD, 708 Eagle Bldg, 
West Street, Durban, 4001, South 
Africa. 


Patch Test Clinic.—The Second An- 
nual Patch Test Clinic will be held 
during the Academy of Dermatology 
meeting in San Francisco in Decem- 
ber 1975. Residents and physicians in 
practice are requested to work up 
cases for presentation at this clinic 
symposium, where they will be dis- 
cussed by the presenter and a panel of 
experts. Three categories of presenta- 
tions to be considered are (1) the most 
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instructive case, (2) the most thor- 
oughly worked-up case, and (3) the 
most unusual case. Awards for 
achievement will be given to winners 
in these three categories. 

Those interested should submit a 
case history and photomicrographs of 
the clinical lesions as well as patch test 
results for as many cases as desired in 
each of the three categories to 
William L. Epstein, MD, Department 
of Dermatology, UCSF, San Fran- 
cisco, CA 94148. Deadline for submis- 
sion of case reports is Nov 1, 1975. 


Opening for Chief of Dermatology.— 
The Department of Dermatology, 
University of Pennsylvania School of 
Medicine, announces an opening for 
the position of Chief of Dermatology, 
Children’s Hospital of Philadelphia. 
Academic title and salary will be 
commensurate with experience and 
credentials. Inquiries should be made 
to Walter B. Shelley, MD, Duhring 
Laboratories, Hospital of the Univer- 
sity of Pennsylvania, 3400 Spruce St, 
Philadelphia, PA 19104. All communi- 
cations will be confidential. The Uni- 
versity of Pennsylvania and Chil- 
dren's Hospital of Philadelphia are 
equal opportunity employers. 


Conference on Sunlight.—A confer- 
ence titled “Sunlight—Role in Health 
and Disease” is being cosponsored by 
the American Medical Association in 
conjunction with the College of Physi- 
cians and Surgeons, Department of 
Dermatology, at the Americana Hotel 
in New York on Oct 20-21, 1975. Co- 
chairmen for this conference are Drs. 
John Epstein, Leonard C. Harber, and 
Paul Lazar. 

The conference will have sections on 
biologics and physiology, photopathol- 
ogy, drug photosensitivity, and photo- 
therapy. There will also be a photo 
workshop at Columbia University 
dealing with light box use, photo- 
testing procedures, photopatch test- 
ing, porphyrin determinations, and 


light sources, followed by a reception 
at the Columbia University Faculty 
Club. 

The co-chairmen are contributing to 
the program personally. John Epstein 
will speak on the topic of sunburn 
response, as well as on the diagnosis 
and management of porphyrias, and 
Leonard C. Harber will function as 
host and lecturer for a diseussion on 
the practical aspects of the electro- 
magnetic spectrum as applied to the 
skin, as well as on drug phototoxicity. 
Paul Lazar will contribute to a drug 
photosensitivity round table discus- 
sion with representatives of industry 
and a federal regulatory agency, John 
Griffith and Francis Marzulli, respec- 
tively. 

Other nationally known partici- 
pants and their topics include Rudolf 
L. Baer, "Photoallergic Reaction to 
Drugs"; Richard E. Behrman, "Photo- 
therapy in Neonatal Hyperbilirubi- 
nemia"; David R. Bickers, "Use and 
Abuse of Light Sources"; Attallah 
Kappas, "Drug Induced Porphyria"; 
Albert M. Kligman, “Protection 
Against the Harmful Effecis of Sun- 
light"; John M. Knox, "Phototherapy 
of Herpes Simplex" and “Clinical 
Aspects of Skin Cancer"; Alfred W. 
Kopf, "Skin Cancer- Therapeutic As- 
pects- What's New?"; J. S. McGuire, 
“Pigmentation as a Biotogic Re- 
sponse" and "Phototherapy of Vitili- 
go" W. Mitchell Sams, Jr., "Photo- 
therapy of Psoriasis"; Lewis Shapiro, 
“Histopathology of  Photodermato- 
ses”; and Frederick Urbach, “Experi- 
mental Aspects of Skin Cancer.” 

This continuing medical education 
activity is acceptable for 14 credit 
hours in category I for the physicians 
award of the American Medical Asso- 
ciation, or for 14 hours of elective 
credit by the American Academy of 
Family Physicians. 

For further information, write to 
Department of Drugs, American Med- 
ical Association, 535 N Dearborn St, 
Chicago, IL 60610. 
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LIDEX 


PUTS THE FIRE OUT 


CREAM 0.05% 
CFLUOGINONIDE ) 


*Lidex Cream relieves the wet, itchy lesions and the other 
inflammatory manifestations of all steroid-responsive dermatoses. 
Because the fluocinonide in Lidex Cream is always 100% dissolved, 
the full effectiveness of the steroid is available immediately upon application. 
Result: full potency therapy for wet, steroid-responsive dermatoses. 


CONTRAINDICATIONS: ‘opical steroids are contraindicated in vac- 
cinia, varicella, anc in patents hypersensitive to any components of 
this preparation 
PRECAUTIONS 
appropriate 


It irritation develops, discontinue and institute 
If infection is present, institute use of an appro- 
priate antifungal or antibacterial agent. If a favorable response does 
not occur promptly. discontinue the corticosteroid until the infection 
is adequately controlled 

Intreating extensive areas the possibility exists of increased systemic 
absorption of the corticoseroid and suitable precautions should be 
taken. In pregnant females, the safe use of topical steroids has not 
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been established. Therefore, they should not be used extensively in 
these patients, in large amounts or for prolonged time periods 

Not for ophthalmic use. 

ADVERSE REACTIONS: Local adverse reactions reported with topi- 
cal steroids: burning, itching, irritation, dryness, secondary infec- 
tion, folliculitis, acneform eruptions, hypopigmentation, striae, skin 
atrophy. 

HOW SUPPLIED: LIDEX 0.05% Cream — 15g., 30g. and 60g. tubes. 
LIDEX 0.05% Ointment — 15g., 30g. and 60g. tubes 
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Es eciall effective a nst- 
p I y effer gai 


„With docarkenind clinical 
and mycological evidence that 


High clinical efficacy against three 
important fungal pathogens 

Over-all results in seven double-blind 
studies: 77% of 188 patients with identified 
Trichophyton rubrum, Trichophyton 
mentagrophytes, Epidermophyton floccosum 
had a good-to-excellent clinical and myco- 
logical response to treatment.! In T. rubrum 
infections (132 patients) MicaTin produced 
8296 excellent-to-good clinical response. 

Early relief of pruritus and other 
symptoms. Prompt subjective improvement 
is the rule. Relief of itching was noted in the 
first week of therapy in most patients. Signifi- 
cant objective improvement of lesions is 
commonly evident in 1 to 2 weeks, and the 
majority of infections are clinically and 
mycologically cleared in 4 weeks. 

Low incidence of irritation, although it 
should not be used in patients with known 
hypersensitivity to any of its ingredients. 
There have been a few isolated reports of 
“burning” sensation, irritation and 
maceration. 


Low relapse rate at one month 
after end of treatment. 


There were 121 patients who were avai - 
able for follow-up and who were clinically 
and mycologically clear at the end of treat- 
ment. Of these, 111 patients (92%) were stil 
clinically and mycologically clear upan re- 
examination 4 weeks (median) later. 


1. Data on file, Dermatological Division, 
Johnson & Johnson. 
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@ Cream 





miconazole e. 
nitrate 4 


by prescription only 


Major new topical antifungal 
therapy against three important 
pathogens* 








Description: MicaTin contains miconazole nitratet 
296,formulated into a water-miscible cream base con- 
sisting of pegoxol 7 stearate, peglicol 5 oleate, min- 
eral oil, benzoic acid, and butylated hydroxyanisole. 
Actions: Miconazole nitrate is a synthetic antifungal 
agent which inhibits the growth of the common 
dermatophytes, Trichophyton rubrum, Trichophyton 
mentagrophytes, and Epidermophyton floccosum. 
Indications: For topical application in the treatment 
of tinea pedis (athlete's foot), tinea cruris and tinea 
corporis caused by Trichophyton rubrum, Trichophy- 
ton mentagrophytes,and Epidermophyton floccosum. 
Contraindications: MicaTin brand miconazole nitrate 
cream has no known contraindications. 

Precautions: If a reaction suggesting sensitivity or 
chemical irritation should occur, use of the medica- 


tion should be discontinued. 

For external use only. Avoid introduction of MicaTin 

into the eyes. 

Adverse Reactions: There have been isolated reports 

of irritation, burning, and maceration associated with 

application of MicaTin miconazole nitrate cream. 

Dosage and Administration: Sufficient MicaTin 

cream should be applied to cover affected areas 

twice daily, morning and evening. In intertriginous 

areas, the cream should be applied sparingly and 

smoothed in well to avoid maceration effects. 

Early relief of pruritus (first week) and early clinical 

improvement (one to two weeks) have been seen in 

treatment of infections caused by common derma- 

tophytes. If a patient shows no clinical improvement 

after a month of treatment, the diagnosis should be 

redetermined. 

How Supplied: MicaTin cream containing micona- 

zole nitrate at 296 strength is supplied in a 1-oz.tube. 
t Chemical name: 1-[2,4-dichloro-8-4 (2,4-dichloro- 

benzyl) oxy } phenethyl] imidazole mononitrate. 


*Trichophyton rubrum, Trichophyton mentagraphytes 
and Epidermophyton floccosum in patients who pre- 
sented with tinea pedis, tinea cruris and tinea corporis. 


From the Dermatological Division of 


New Brunswick, New Jersey 08903 


© Johnson & Johnson 1974 
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Lichen simplex 


Intertrigo 


Nummular dexmatitis 


Stasis dermatitis 
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Miliaria 


See next page for summary of prescribing information. 
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Versatile 
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t The many forms of Cordran 
make it useful fora variety of 
corticosteroid-responsive 
dermatoses. 

The tape offers a unique and 
cosmetically acceptable delivery 
system. Impervious to moisture, 
the tape is especiaily advantageous 
for dry, scaling localized lesions. 

It acts as a mechanical splint to 
fissured skin and prevents 
accidental removal of the 
medication. 

Cream Cordran is water- 
miscible and therefore of use in 
moist, weeping lesions. Its 
nonstaining base contains no wax, 
and it is invisible after application. 

Ointment Cordran helps 
soften dry, scaly lesions and is 
paraben-free. 

Lotion Cordran is ideal for 
hairy areas and is well tolerated 
* on inflamed skin. 

The half-strength cream and 
ointment preparations are 
economical for widespread 
dermatoses. | 


Whena topical steroid 


is needed... 


Cordran’ 
(flurandrerol ide) 
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Description: Cordran® (flurandrenolide, Dista) is a potent cor- 
ticosteroid intended for topical use. The chemical formula of 
uiri is 6a-fluoro-16a-hydroxyhydrocortisone 16,17-ace- 
onide. 

Each Gm. of Cream Cordran contains 0.5 mg. (0.05 percent) 
or 0.25 mg. (0.025 percent) flurandrenolide in a base com- 
posed of stearic acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, ethyiparaben, glycerin, and purified water. 

Each Gm. of Ointment Cordran contains 0.5 mg. (0.05 per- 
cent) or 0.25 mg. (0.025 percent) flurandrenolide in a base 
composed of white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. (0.05 percent) 
flurandrenolide in an oil-in-water emulsion base composed of 
glycerin, cety! alcohol, stearic acid, glycery! monostearate, 
mineral oil, polyoxyl 40 stearate, menthol, benzyl alcohol, and 
purified water. 

Cordran® Tape (flurandrenolide tape, Dista) is a transparent, 
inconspicuous, plastic surgical tape, impervious to moisture. 
Each square centimeter contains 4 mcg. of flurandrenolide 
uniformly distributed in the adhesive layer. The tape is made of 
a thin, matte-finish polyethylene film which is slightly elastic 
and highly flexible. 

The adhesive is a synthetic copolymer of acrylate ester and 
acrylic acid which is free from substances of plant origin. The 
pressure-sensitive adhesive surface is covered with a protec- 
tive paper liner to permit handling and trimming before applica- 
tion. 


Actions: Cordran is primarily effective because of its anti- 
inflammatory, antipruritic, and vasoconstrictive actions. 

Cordran Tape serves as both a vehicle and an occlusive 
dressing. Retention of insensible perspiration by the tape re- 
sults in hydration of the stratum corneum and improved dif- 
fusion of the medication. The skin is protected from scratching, 
rubbing, desiccation, and chemical irritation. The tape acts as 
a mechanical splint to fissured skin. Since it prevents removal 
of the medication by washing or the rubbing action of clothing, 
the tape formulation provides a sustained action. 


Indications: Cordran is indicated for relief of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 

Cordran, Half Strength, 0.025 percent, is recommended for 
economical maintenance therapy of widespread or chronic 
lesions. For initial therapy, full-strength (0.05 percent) prep- 
a i of Cream, Ointment, or Lotion Cordran may be pre- 
erred. 

The lotion form is especially advantageous in the treatment 
of acutely inflamed lesions. For ease of application and for 
cosmetic reasons, the lotion is also preferred for dermatitis of 
the scalp, eyelid, ear, and intertriginous areas. 

Cordran Tape is indicated for relief of the inflammatory man- 
ifestations of corticosteroid-responsive dermatoses, partic- 
ularly dry, scaling localized lesions. 


Contraindications: Topical corticosteroids are contraindicated 
in vaccinia and varicella and in patients with a history of hyper- 
sensitivity to any of their components. 

Use of Cordran Tape is not recommended for lesions exud- 
ing serum or in intertriginous areas. 


Precautions: lf irritation develops, Cordran should be discon- 
tinued and appropriate therapy instituted. 

In the presence of an infection, an appropriate antifungal or 
antibacterial agent should be used. If a favorable response 
does not occur promptly, Cordran should be discontinued until 
the infection has been adequately controlled. 

If extensive areas are treated or if the occlusive technique is 
used, there is a possibility of increased systemic absorption of 
the corticosteroid, and suitable precautions should be taken. 

Although topical corticosteroids have not been reported to 
have an adverse effect on pregnancy, the safety of their use on 
pregnant women has not been absolutely established. There- 
fore, they should not be used extensively, in large amounts, or 
for prolonged periods of time on pregnant patients. 

These products are not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have 
been reported with topical corticosteroid formulations: 


Acneform eruptions Hypertrichosis 
Burning Hypopigmentation 
Dryness Irritation 
Folliculitis Itching 


The following may occur more frequently with occlusive 

dressings (such as Cordran Tape): 
Maceration of the skin Skin atrophy 
Miliaria Striae 
Secondary infection 

In addition, the tape vehicle may cause purpura and strip- 
ping of the epidermis. 
Administration and Dosage: 

Cream, Ointment, or Lotion — For moist lesions, a small quan- 
tity of the cream or lotion should be rubbed gently into the 
affected areas two or three times a day. For dry, scaly lesions, 
the ointment is applied as a thin film to affected areas two or 
three times daily. 


Use with Occlusive Dressings 

The technique of occlusive dressings (for management of 
psoriasis and cther persistent dermatoses) is as follows: 

1. Remove as much as possible of the superficial scaling 
before applying Cordran. Soaking in a bath will help soften the 
scales and permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected areas. 

3. Cover withvan occlusive plastic film, such as polyethylene, 
Saran Wrap™, or Handi-Wrap". (When Cordran cream or lotion 
is used, added moisture may be provided by placing a slightly 
dampened cloth or gauze over the lesion before the plastic film 
is applied.) 

4. Seal the edges to adjacent normal skin with tape or hold 
in place by a gauze wrapping. 


5. For convenience, the patient may remove the dressing 
during the day. The dressing should then be reapplied each 
night. 

6. For daytimetherapy, the condition may be treated by rub- 
bing Cordran sparingly into the affected areas. 

7. |n more resistant cases, leaving the dressing in place for 
three to four days at a time may result in a better response 

8. Thin polyethylene gloves are suitable for treatment of the 
hands and fingers; plastic garment bags may be utilized for 
treating lesions on the trunk or buttocks. A tight shower capas 
useful in treating lesions on the scalp. 

Occlusive Dressings Have the Following Advantages — 1. Per- 
cutaneous penetration of the corticosteroid is enhanced. 

2 Medication is concentrated on the areas of skin where it 
is most needed. 

3. This method of administration frequently is more effective 
in very resistant dermatoses than is the conventional applica- 
tion of Cordran. 

Precautions to Be Observed in Therapy with Occlusive Dressings 
—Treatment should be continued for at least a few days after 
clearing of the lesions. If it is stopped too soon, a relapse 
may occur. Reinstitution of treatment frequently will cause re- 
mission. 

Because of the increased hazard of secondary infection 
from resistant strains of staphylococci among hospitalized 
patients, it is suggested that the use of occlusive plastic films 
for corticosteroid therapy in such cases be restricted. 

Generally, occlusive dressings should not be used on weep- 
ing, or exudative, lesions. 

When large areas of the body are covered, thermal homeo- 
stasis may be impaired. If elevation of body temperature 
occurs, use of the occlusive dressing should be discontinued. 

Rarely, a patient may develop miliaria, folliculitis, or a sensi- 
tivity to either the particular dressing material or a combination 
of Cordran and the occlusive dressing. If mi iaria or folliculitis 
occurs, use of the occlusive dressing should be discontinued. 
Treatment by inunction with a corticosteroid such as Cordran 
may be continued. If the sensitivity is caused by the particular 
material of the dressing, substitution of a different material 
may be tried. 

Warnings — Some plastic films are readily flammable. Patients 
should be cautioned against the use of any such material. 

When plastic films are used on infants and children, the per- 
sons caring for the patients must be reminded of the danger of 
suffocation if the plastic material accidentally covers the face. 

Cordran Tape —Replacement of the tape every twelve hours 
produces the lowest incidence of adverse reactions, but t 
may be left in place for twenty-four hours if it is well tolerated 
and adheres satisfactorily. When necessary, the tape may be 
used at nighttime only and removed during the day. 

If ends of the tape loosen prematurely, they may be trimmed 
off and replaced with fresh tape. 

The directions given below are included on a separate pack- 
age insert for the patient to follow unless otherwise instructed 
by the physician. 





APPLICATION OF 
MEDICATED TRANSPARENT TAPE 


IMPORTANT: Skin should be clean and dry before tape is 


applied. Tape should always be cut, never torn. 





DIRECTIONS FOR USE: 

1. Prepare skin as directed by your physician or as follows: 
Gently clean the area to be covered to remove scales, crusts, 
dried exudates, and any previously used ointments or creams. 
A germicidal soap or cleanser should be used to prevent the 
development of odor under the tape. Shave or clip the hair in 
the treatment area to allow good contact with the skin and com- 
fortable removal. If shower or tub baths are to be taken, they 
should be completed before the tape is applied. The skin 
should be dry before application of the tape. 

2. Remove tape from package and cut a piece slightly larger 
than area to be covered. Round off corners. 

3. Pull white paper from transparent tape. Be careful that 
tape does not stick to itself. 

4. Apply tape, keeping skin smooth; press tape into place. 
REPLACEMENT OF TAPE 

Unless instructed otherwise by your physician, replace tape 
after twelve hours. Cleanse skin and allow it to dry for one 
hour before applying new tape. 


IF IRRITATION OR INFECTION DEVELOPS, REMOVE TAPE AND CON- 
SULT PHYSICIAN 





How Supplied: Cream and Ointment Co-dran" (Fluran- 
drenolide, N.F.), 0.05 percent, in 7.5, 15, and 60-Gm. tubes 
and in 225-Gm. jars. 

Cream and Ointment Cordran" (Flurandrenolide, N.F.), Haif 
Strength, 0.025 percent, in 30 and 60-Gm. tubes and in 225- 
Gm. jars. 

Lotion Cordran® (flurandrenolide, Dista), 0.05 percent, in 
15 and 60-ml. plastic squeeze bottles. 

Cordran® Tape (flurandrenolide tape, Dista), in Small Rolls 
24 inches long and 3 inches wide (60 cm. x 7.5 cm.) and in 
Large Rolls 80 inches long and 3 inches wide (200 cm. x 7.5 
cm.). Directions for the patient are included in each package 
of Cordran Tape. 1011573] 


400675 


Additional information available 
to the profession on request. 


Dista Products Company 
Division of Eli Lilly and Company 
indianapolis, Ind ana 46206 
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dications: Griseofulvin is indicated »\ 
for the are RE mrewoun infec- .$ 
tions of the skin, hair, and nails, namely: ~“ 


Tinea corporis, Tinea pedis, Tinea 
cruris, Tinea barbae, Tinea capitis, Tinea 
unguium (onychomycosis) when caused by 
one or more of the following genera of fungi: 
Trichophyton rubrum, T. tonsurans, T. men- 
tagrophytes, T. interdigitalis, T. verrucosum, 
T. megnini, T. gallinae, T. crateriform, T. sul- 
phureum, T. schoenleini, Microsporum 
audouini, M. canis, M. gypseum, Epidermo- 
phyton floccosum. 3 

NOTE: Prior to therapy, the type of fungi 
responsible for the infection should be 
identified. | . 7 

The use of this drug is not justified in minor or 


— trivial infections which will respond to topical 


agents alone. 


Bacterial infections, candidiasis (moniliasis 


Griseofulvin is not effective in the ee aah 


histoplasmosis, actinomycosis, sporotricho- 
sis, chromoblastomycosis, coccidioidomyco- 
sis, North American blastomycosis, 
cryptococcosis (torulosis), Tinea versicolor, 


nocardiosis. + 
Contraindications: Thisdru ig contraindicated 
in patients with porphyria, hepatocellular fail- 


ure, and in individualswith a history of hyper- 


sensitivity to griseofulvin. 


Warnings: Prophylactic Usage — Safety and 


efficacy of griseofulvin for prophylaxis of 
fungal infections has not been established. 
Animal Toxicology —Chronic feeding of 
griseOfulvin, at levels ranging from 0.5-2.5% 


of the diet, resulted in the development of 
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liver tumors in ^ Nes 
several strains of ~ 
mice, particularly in — 
males. Smaller particle "Em 
sizes result in an enhanced iex 
effect. Lower oral dosage levels have 
not been tested. Subcutaneous adminis- 
tration of relatively small doses of griseo- 
fulvin, once a week, during the. first 
three weeks of life has also been re- 
ported to induce hepatomata in mice. 
Although studies in ‘other animal species 
have not yielded evidence of tumoro- 
genicity, these studies were not of adequate 
design to form a basis for conclusions in this 
regard. 

In subacute toxicity studies, orally adminis- 
tered griseofulvin produced hepatocellular 
necrosis in mice, but this has not been Seen 


in other species. Disturbances in porphyrin . 


metabolism have been reported ingriseofulvin- 
treated laboratory animals. Griseofulvin 
been reported to have a calchicine-like e 
on mitosis and cocarcinog 
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cholanthrene in cutaneous tumcr induction in 
laboratory animals. 

Usage in Pregnancy — The safety of this drug 
during pregnancy has not been established. 
Animal Reproduction Studies —it has been 
reported in the literature that griseofulvin was 
found to be embryotoxic and teratogenic on 
oral administration to pregnant rats. Pups with 
abnormalities have been reported in the litters 
of a few bitches treated with griseofulvin. Ad- 
ditional animal reproduction studies are in 
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progress. 


uppression of spermatogenesis has been re- 
ported to occur in rats, but investigation in 


-— man failed to confirm this. 
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runs deep... 


In stubborn tineas — as, for example, in onychomycosis — GRISACTIN 500 [griseofulvin 
(microsize)| penetrates into the fungi-harboring keratin where a topical fungistatic cannot reach. 
Gradually, as this griseofulvin-impregnated band is propelled outward, the infected tissues are 
replaced with normal <eratin...a clinical cure being considered complete when the replaced keratin 
is entirely rid of viablefungi. GRISACTIN 500 is a potent fungistatic agent with systemic action... 
microsized crystals afford an increased surface area for maximal gastrointestinal absorption. 
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Since a pl y aas e. Eo 
all Y with griseofulvin therapy, 
patients should be warned to avoid exposure 
."— — to intense natural or art-ficial sunlight. Should 
D Uw8 Ds e bragh reaction occur, lupus 


E erythematosus may be aggravated. 

* Griseofulvin decreases the activity of war- 
farin-type osea: so that patients 
receiving these drugs concomitantly may 

~ require: dosage adjustment of the anticoagu- 
lant during and after grseofulvin therapy. 
Barbiturates usually depress griseofulvin 
activity and concomitant administration may 
requirea dosage adjus™ment of the antifungal 
agent. 
Adverse Reactions: Wien adverse reactions 
occur, they are most cemmonly of the hyper- 
sensitivity type such as skin rashes, urticaria, 
and rarely, angioneurstic edema, and may 
necessitate withdrawal of therapy and appr 
m countermeasures. Paresthesias of 

nds and feet have been D rene. rarely 
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hout difficulty. 


in stubborn tineas of the skin, hair, and nails 


Artist's conception of a lateral section 
of fingernail with inset showing Trichophyton (Purpureum) Rubrum. 


extended therapy. Other side effects. reported 
occasionally are oral thrush, nausea, vomiting, 


- epigastric distress, diarrhea, headache, fa- 


tigue, dizziness, insomnia, mental confusion, 
and impairment of performance of routine 
activities. 

Proteinuria and leukopenia have been reported 
rarely. Administration of the drug should be 
discontinued if granulocytopenia occurs. 
When rare, serious reactions occur with griseo- 
fulvin, they are usually associated with nigh 
dosages, long periods of therapy, or both. 
Dosage and Administration: Accurate diagnosis 
of the infecting organism is essential. ica- 
tion must be continued until the infecting organ- 


ism is completely eradicated as indicated ed By. 


appropriate clinical or laboratory examinati 
General measures in regard to hygiene should 





be observed to control sources of infection Oi 


reinfection. Concomitant use of app 
topical agents is usually required, bru cde 
in treatment of tinea pedis. — 


aov) cle bonne p / 
adequate (from 30 to 50 Ib., 


mg. daily; over 50 Ib., 250 E to 500 mec j 


daily, in divided doses). 
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How Supplied: GRISACTIN [g ESTNE 
am | 125 ' 


(microsize)]—No. 44 5, 
each capsule contains Totem Toe. 
of 100 and 500. No. 443 = GRISACTI 
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When hyperkeratosis 
is the problem or a barrier 


to therapy... 


GEL 


helps remove 
thickened stratum 
corneum and enhances 
other therapy! 


Easy-to-use Keralyt" effectively and safely 
removes thickened keratin. Simply hydrate 
affected area and apply Keralyt gel, using occlusive 
dressing overnight for optimum results. Keralyt's 
efficacy is an important "first step" when steroids, 
tar and other therapy are necessary. 


Ichthyosis 


GEL, ® 


? 


6% salicylic acid in a gel containing 
propylene glycol (60%) and ethyl 
alcohol ( 19.4%), hydroxypropyl 
cellulose and water. 





 Keralvt 


NDC-0072-6500- 21 


CONTENTS: 6?- salicyke acid in a gel 
containing propylene gycol (6096), 

ý. ethyl alcohol (13.4%), Fydroxypropyl 
cellulose and water. 


ACTION AND CSES: 


For Dermatological Use: Keralyt is a 
topical aid in the removal of excessive 
keratin in hyper«eratotc skin disorders, 
including the various ic1thyoses 
(vulgaris, sex-linked ard lamellar), 
keratosis palmaris and plantaris, 
keratosis pilaris, pityriasis rubra 
pilaris, psoriasi- including body, scalp, 
and palms and soles). Keralyt has been 
reported as hel»ful as adjunctive 

k therapy for funea! infections. 


For Podiatric Use: Keralyt is a topical 
aid in the removal of e=cessive keratin 
in dorsal and Ponta h7perkeratotic 
lesions. Keralyt has been reported as 
helpful as adjurctive therapy for 
verruca plantar. 


DIRECTIONS FOR USE: The prefer- 
able method ofuse is tb apply 
thoroughly to tae affeced area and 
place under ocelusion at night. The 
skin should be avdrated for at least 
five minutes pror to-application. The 

"à. medication is washed eff in the 
morning, and it excess ve drying 
and/or irritatiou is observed, a bland 
cream or lotior may be applied. Once 
clearing is apperent, the occasional use 
of Keralyt will usually maintain the 
remission. In those areas where occlu- 
sion is difficult 5r impcssible, applica- 
tion may be mede more frequently, 
and hydration by wet packs or baths 
prior to applicecion apparently 
enhances the efect. Ualess hands 
are being treated, rinse hands 
thoroughly following application. 

É. CONTRAINDICATION: Not to be 
used in patients known to be sensitive 
to any ingredient of Keralyt. 
PRECAUTIONS: In view of the salicylic 
acid content, use in cheldren under 
12 years of age ulc be limited to 
no more than cre tube (1 oz.) in 
24 hours. Avoid conta-t with eyes and 
mucous membranes. For external use 
only. Keep this all medications 
out of reach of«hildrea. 

HOW SUPPLIED: Plastic tubes 1 oz. 
(24.8 gm.) 

CAUTION: Federal law prohibits 
dispensing witneut prescription. 
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Tidesion e 


qdesonide) 0.05% 


creme and ointment 


CH.OH 


C=O 
CH, 


desonide 


(nonfluorinated) 


the molecular change... 


Although one or more fluorine atoms have been added to certain topical corticoids s 
activity potentiators, experience with Tridesilon—a topically potent nonfluorinated steroid— 
has demonstrated that fluorination is not always necessary for therapeutic potency and 


clinical efficacy.* Thus, equating only fluorination with potency is not a valid assumption. 
*Reprints on recuest. 


Tridesilon (desonide)...potent activity without fluorination 
for adjunctive therapy in a wide range of acute and 
chronic steroid-responsive dermatoses. 


Description: Tridesilon (desonide) 0.05% 
Creme and Ointment contain a nonfluo- 
rinated corticosteroid (16 a-hydroxypred- 
nisolone-16,17-acetonide). 


Contraindications: Tridesilon (desonide) 
0.05% Creme and Ointment, topical ste- 
roids, are contraindicated in vaccinia and 
varicella, and in those patients with a 
history of hypersensitivity to any of the 
components of the preparation. 


Precautions: If irritation develops, the 
drug should be discontinued and appro- 
priate therapy instituted. 

In the presence of an infection, the use 
of an appropriate antifungal or antibacte- 
rial agent should be instituted. If a favor- 
able response does not occur promptly, 
the corticosteroid should be discontinued 


until the infection has been adequately 
controlled. 

If extensive areas are treated or if the 
occlusive technique is used, the possibil- 
ity exists of increased systemic absorp- 
tion of the corticosteroid and suitable 
precautions should be taken. 

Although topical steroids have not 
been reported to have an adverse effect 
on pregnancy, the safety of their uses in 
pregnant females has not absolutely been 
established. Therefore, they should not 
be used extensively on pregnant patients, 
in large amounts, or for prolonged periods 
of time. 

These products are not for ophthalmic 
use, 

Adverse Reactions: The following local 
adverse reactions have been reported 


with topical corticosteroids: burning sen- 
sations, itching, irritation, dryness, follic- 
ulitis, hypertrichosis, acneform eruptions, 
hypopigmentation. 

The following may occur more fre- 
quently with occlusive dressings than 
without such therapy: maceration of the 
skin, secondary infection, skin atrophy, 
striae, miliaria. 

Dosage and Administration: Apply a thin 
film of Tridesilon (desonide) to the af- 
fected skin and massage lighty. The 
usual dosage is two to three times dēily. 
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Advanced topicals in dermatology 


uU 








m Exclusive tar shampoo gel — 
melts on contact. 


m Neutralized tar odor — no heavy tar smell. 


m Unique Dual-degreasing action — 
both dissolves and emulsifies oils. 


Available: 3% ounce tube. 

Contains: Owenethers™ (ethoxylates), Owentar™ 
(specially processed form of coal tar solution), 
lopol™ (a cationic polymer), alcohol 0.496 
and benzalkonium chloride in a 
nonionic / amphoteric base. 


Owen Laboratories, Dallas, Texas 
Division of Alcon Laboratories, Inc. 


(5% PABA LOTION) 


may help prevent 
harmful effects or the sun 
such as premature aging 
of Skin and skin cancer.’ 
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Setrag Zacarian, M.D., Assistant Clinical 
Professor of Dermatology, Boston 
University School of Medicine 


DESCRIPTION: The course will take the registrant from 
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New Orleans, Louisiana 70112 Ph: 504-524-9729 
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. Penetration with little absorption. 


‘Lote IMIN” (brand of clotrimazole) pënetrates the epi idermis to provide - 
inhibit ‘ory concentrations for susceptible fungi, with no detectable 
absor ption into the bloodstream.  . 


SKIN LAYERS CONCENTRATIONS OF LOTRIMIN® "LE ides cli INI ical 


(brand of clotrimazole) 


| pou =< Imorovement Usually 


stratum corneum 50-100 mcg/cm* 


TERI A v no 


strati um 1 spinosum 3-6 | mcg/cm? O 
stratum " papillare 1.5-3 mecg/cm? — SOIUIIOn n 


jor trimazole 


t 


D | ™ Before prescribing, please see product information on last page 
e Qy of this advertisement, or consult your Schering representative. 
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NOW... A SINGLE-ENTITY TOPICAL ANTIFUNGAL 
CLINICALLY AND MYCOLOGICALLY 
EFFECTIVE AGAINST 


so 7 =a T f» 


ag the 5 most common wm the 6 most common 
superficial fungal 
infections 


tinea pedis 
tinea cruris 
tinea corporis 


pathogenic fungi 

Trichophyton mentagrophytes Candida albicans 
Irichophyton rubrum Malassezia furfur 
Epidermophyton floccosum 

Microsporum canis 


of e d 
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= Clotrimazole 


LOTRIMIN Cream 1% is supplied in 15 gm. and 
30 gm. tubes 

LOTRIMIN Solution 1% is supplied in 10 mi. and 
30 mi. plastic bottles 


Candidiasis 
tinea versicolor 





LOTRIMIN* brand of clotrimazole DOSAGE AND ADMINISTRATION 


CREAM 1% SOLUTION 1% 
FOR DERMATOLOGIC USE 


DESCRIPTION 

Each gm. of LOTRIMIN Cream contains 10 mg. 
clotrimazole in a vanishing cream base of sorbitan 
monostearate, polysorbate 60, spermaceti, 
cetostearyl alcohol, 2-octyldodecanol, purified 
water and, as preservative, benzyl alcohol (196). 
Each ml. of LOTRIMIN Solution contains 10 mg. 
clotrimazole in a nonaqueous vehicle of 
polyethylene glycol 400. 

INDICATIONS 

LOTRIMIN Cream and Solution are indicated for 
the topical treatment of the following dermal 
infections: tinea pedis, tinea cruris, and tinea 
corporis due to Trichophyton rubrum, 
Trichophyton mentagrophytes, Epidermophyton 
floccosum, and Microsporum canis; candidiasis 
due to Candida albicans; and tinea versicolor due 
to Malassezia furfur. 

CONTRAINDICATIONS 

LOTRIMIN Cream and Solution are 
contraindicated in individuals who have shown 
hypersensitivity to any of their components. 
WARNINGS 

Usage in Pregnancy: Safety for use of this 
product during pregnancy has not been 
established. However, only very small quantities 
of LOTRIMIN appear to be absorbed following 
topical application. 

LOTRIMIN Cream and Solution are not for 
ophthalmic use. 

PRECAUTIONS 

If irritation or sensitivity develops with the use of 
LOTRIMIN, treatment should be discontinued and 
appropriate therapy instituted. 

ADVERSE REACTIONS 

The following adverse reactions have been 
reported in connection with the use of this 
product: erythema, stinging, blistering, peeling, 
edema, pruritus, urticaria, and general irritation of 
the skin. 


Gently massage sufficient LOTRIMIN Cream or 
Solution into the affected and surrounding skin 
areas twice a day, in the morning and evening. 
Clinical improvement, with relief of pruritus, 
usually occurs within the first week of treatment. If 
a patient shows no Clinical improvement after four 
weeks of treatment with LOTRIMIN, the diagnosis 
should be reviewed. 

JANUARY 1975 


For more complete details, consult package 
insert or Delbay literature available from your 
Schering Representative or Professional 
Services Department, Delbay Pharmaceuticals, 
Inc., Kenilworth, N.J. 07033. 
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Distriouted by 


Delboy" Pharmaceuticals, Inc. 
Kenilworth, New Jersey 07033 


Manufactured by Schering Corporation 


Grade Ill sil 74/723 
Pustular Dt | 


Resistant to 
conventional 




















peeling 
agents and ^ 
systemic 
tetracycline . 
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the efficacy of Retin-A in treating acne vulgaris* 


Of 372 patients (with grades I, Il, and III acne) in 16 
well-controlled double-blind studies, Retin-A Liquid 
and Saturated Swabs produced good to excellent 
responses in 72.896 and poor to fair responses in 
27.296 , with adverse reactions in less than 2%. Of 85 
other patients (with grades Il and III acne) in 5 ran- 
domized double-blind studies, Retin-A Cream 0.196 
produced good to excellent responses in 62.3% and 
poor to fair responses in 37.7%, with adverse 
reactions in only one patient.** 


when you get specific 
about acne vulgaris: 


Retin 


tretinoin 


by prescription only 





*Primarily grades I, Il and III in which comedones, papules and 
pustules predominate. It is not effective in most cases of severe 
pustular and deep cystic nodular varieties (acne conglobata). 

**Data on file in the Department of Clinical Research, Johnson & 

Johnson. 
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Unretouched photographs of patients on Retin-A brand tretimoin. 
See next page for prescribing information. 
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by prescription only 


Retin- 


brand 


tretinoin 
Saturated Swabs 0.05% 
Liquid 0.05% 

Cream 0.1% 


...and now to 
minimize troublesome erythema 


Retin-A 0.05% Cream 


RETIN-A Brand tretinoin is available in both liquid and cream vehicles. 
RETIN-A liquid contains tretinoin (all-trans retinoic acid; Vitamin A 
acid) 0.05% by weight, polyethylene glycol 400, butylated hydroxy- 
toluene, and alcohol 55%. RETIN-A cream contains tretinoin in either 
of two strengths, 0.1% or 0.05% by weight in a hydrophilic cream 
vehicle of stearic acid, isopropyl myristate, polyoxyl 40 stearate, stearyl 
alcohol, xanthan gum, sorbic acid and butylated hydroxytoluene. 





Instruct patient to: 

e Wash face gently no more than 2 or 3 times daily. 
Pat face dry with towel (don’t rub). 

€ Wait 15-20 minutes before applying RETIN-A. 
Avoid medicated cosmetics and lotions and perfume 
products that contain alcohol, spices, lime, etc. 

@ Use a mild soap and shampoo such as PURPOSE 
Brand Soap; PURPOSE Brand Shampoo. 

€ Avoid excessive exposure to extremes of climate 
(sun, wind, cold) since these tend to dry and burn 
the skin. 


General instructions for the patient: 

€ Avoid using the medication at the corners of the 
mouth, nose, eyes, or on other sensitive areas. 

€ Avoid using other topical acne preparations. They 
may interfere with the action of the medication. 

@ Excessive use of the product will not produce 
more rapid or better results — but may cause 
unnecessary irritation. 


Whenever a mild soap or shampoo is indicated: 


PURPOSE Brand Soap and PURPOSE Brand Shampoo 





Indications: RETIN-A Brand tretinoin is indicated for topical application in the 
treatment of acne vulgaris, primarily grades I, Il, and IIl in which comedones, 
papules, and pustules predominate. It is not effective in most cases of severe 
pustular and deep cystic nodular varieties (acne conglobata). 
Contraindications: Use of the product should be discontinued if hypersensi- 
tivity to any of the ingredients is noted. 

Warnings: RETIN-A should be kept away from the eyes, the mouth, angles 

of the nose, and mucous membranes. Topical use may induce severe local 
erythema and peeling at the site of application. If the degree of local irrita- 
tion warrants, patients should be directed to use the medication less fre- 
quently, discontinue use temporarily, or discontinue use altogether. Tretinoin 
has been reported to cause severe irritation on eczematous skin and should 
be used with utmost caution in patients with this condition. 

Precautions: Concomitant topical medication should be used with caution, 
because of possible interaction with tretinoin. Particular caution should be 
exercised in using preparations containing peeling agents (sueh as sulfur, 
resorcinol, benzoyl peroxide, or salicylic acid) with RETIN-A. It also is 
advisable to ‘‘rest’’ a patient's skin until the effects of peeling agents subside 
before use of RETIN-A is begun. Exposure to sunlight, including sunlamps, 
should be minimized during the use of RETIN-A and patients with sunburn 
should be advised not to use the product until fully recovered because of 
heightened susceptibility to sunlight as a result of the use of tretinoin. Patients 
who may be required to have considerable sun exposure due to occupation 
should exercise particular caution. Other weather extremes, such as wind and 
cold, also may be irritating to patients under treatment with tretinoin. 


Similar precautions are advisable with regard to the use of medicated or 
abrasive soaps and cleansers, soaps and cosmetics that have a strong drying 
effect, and products with high concentrations of alcohol, astringents, spices, 
or lime. If medication is applied excessively, no more rapid or better results 
will be obtained and marked redness, peeling, or discomfort may occur. 
Adverse Reactions: The skin of certain sensitive individuals may become 
excessively red, edematous, blistered, or crusted. If these effects occur. the 
medication should either be discontinued until the integrity ofthe skin is 
restored or the medication should be adjusted to a level the patient can tol- 
erate. Temporary hyper- or hypopigmentation has been reported with repeated 
application of RETIN-A. Some individuals have been reported to have 
heightened susceptibility to sunlight while under treatment with RETIN-A. 

To date, all adverse effects of RETIN-A have been reversible upon discon- 
tinuation of therapy. (See Dosage and Administration section.) 

Dosage and Administration: Cream: RETIN-A Brand tretinoin cream should 
be applied once a day, before retiring, to the skin where acne lesions appear, 
using enough to cover the entire affected area lightly. Swab: One RETIN-A 
Brand tretinoin swab should be applied once a day, before retiring, to the 
skin where acne lesions appear, spreading the medication over the entire 
affected area. One swab supplies enough of the preparation to-treat an area 
the size of the face. If other sites are treated, such as the back, additional 
swabs should be used. Liquid: RETIN-A Brand tretinoin liquid should be 
applied once a day, before retiring, to the skin where acne lesions appear, 
using enough to cover the entire affected area lightly. The preparaiion may be 
applied using a fingertip, gauze pad, or cotton swab. If gauze or cotton is 
employed, care should be taken not to oversaturate it to the extent that the 
liquid would run into areas where treatment is not intended. 

Application may cause a transitory feeling of warmth or slight stinging. In 
cases where it has been necessary to temporarily discontinue therapy or to 
reduce the frequency of application, therapy may be resumed or frequency of 
application increased when the patients become able to tolerate the treatment. 
When it has been necessary to discontinue therapy with 0.1% cream tempo- 
rarily, patients may be better able to tolerate the 0.05% strength when therapy 
is resumed. It should be noted that just as some patients require less frequent 
applications or other dosage forms, others may respond better to more frequent 
applications of tretinoin. Alterations of either vehicle, drug concentration, or 
dose frequency should be closely monitored by careful observations of the 
clinical therapeutic response and skin tolerance. 

During the early weeks of therapy, an apparent exacerbation o! inflammatory 
lesions may occur. This is due to the action of the medication on deep, pre- 
viously unseen lesions and should not be considered a reason to discortinue 
therapy. Therapeutic results should be noticed after two or three weeks, but 
more than six weeks of therapy may be required before definite beneficial 
effects are seen: Once the acne lesions have responded satisfactorily, it may 
be possible to maintain the improvement with less frequent applications, or 
other dosage forms. 

Patients treated with RETIN-A may use cosmetics, but the areassto be treated 
should be cleansed thoroughly before the medication is applied. 

How Supplied: RETIN-A Brand tretinoin is supplied as: 

1) Foil-covered swabs saturated with 0.05% strength liquid, in boxes of 30. 
2) Amber bottles containing 28 ml. of 0.05% strength liquid. 

3) 20-gram tubes containing a tretinoin cream in either of two strengths, 

0.1% or 0.05%. 


an ethical specific 
from the Dermatological Division of 


New Brunswick, New Jersey 08903 ssuEt 


FEBRUARY 1975 
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After Vanseb. After 3 shampooings with 


Vanseb, another micrograph of the same hair 
shows that damage has been greatly repaired. 


Look closely before 
you recommend another 
dandruff shampoo. 


The only difference between the photo on silky. To you, it means a therapy that works 
the left and the photo on the right is a dandruff because your patient will follow it. Even if 


| CWIS.ai 
Before Vanseb. Scanning electron micro- 


graph (1000x) shows common hair damage. 





shampoo. Vanseb® m frequent shampooing is necessary. 

Vanseb is the first antisebor- me For cases requiring a tar sham- 
rheic shampoo that actually repairs | vr ff poo, we make Vanseb®-T, also with 
your patient s damaged hair while str, VENDAA protein. 


it controls dandruff. It works on 
the frizzies as well as the flakes. 

What makes Vanseb unique is 
protein. lests prove that protein 
reduces split ends, thickens the hair 
and inereases tensile strength. 

Io your patient, this means 
hair that’s manageable, soft and 


Everybody says their tar sham- 
poo is cosmetically elegant. Vanseb-T 
really is. It doesn’t look or smell 
like a tar shampoo. It produces 
abundant lather. And it leaves hair 
lustrous and easy to comb. 

Vanseb and Vanseb-T. To help 
the hair as well as the scalp. 


We fix more than Dandruff. 


WITH PROTEIN 





G. S. Herbert Laboratories  rvine, California 92664 U.S.A. H 
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The eternal 
triangle of infectious 


3 7 Microorganisms and Man 


2 exist symbiotically. But 
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t MA mensals, can foment 
| | disease at the op- 


-) 


| _7 J portune time. This 
pP usually occurs when 
host defenses are 
compromised by any 
of a number of pre- 
disposing factors. 


Host infection is de- 
termined by the in- 
dividual's general 
health; his clinical 
and microbiologic 
history; his socio- 
economic back- 
ground, climate, 
diet; and which 
toxic, traumatic 
or iatrogenic in- 
sult, not necessar- 
ily of microbial 
origin, he has 
experienced. Ad- 
ditionally, oppor- 
tunists née com- 
mensals acquire 
pathogenicity in 
the presence of un- 
related lowering of 
hostresistance(e.g., 
fracture, diabetes, 
debility, malignancy). 





Therapy is determined by specific 
diagnosis, including isolation of 
causative pathogen, and drug sensi- 

tivity testing. Yet many infections 
which usually respond to appropriate 
therapy can advance rapidly when 
untreated and present a serious prog- 
nosis. An antibacterial which pro- 
vides prompt, prolonged serum levels 
and activity against a wide range 

of susceptible pathogens can be of 
substantia! benefit. 
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some microorga- 
nisms, even com- 


e Prompt/prolonged serum levels with 
recommerded dosage regimens 

e Peak levels in 2-3 hours 

e Penetrates tissue. (Tissue penetration is 
regarded es essential to therapeutic 

a efficacy but specific penetration levels 
have not teen directly correlated with 
specific therapeutic effects) 

e Active ageinst susceptible Gram-positive 
and Gram-negative microorganisms* 
'mplicatec in respiratory, genitourinary, 
gastrointestinal and skin and soft tissue 
infection 

e Can be given in presence of renal impair- 
ment at lover than usual total daily doses. 
‘See WAFNING in Package Insert) 

e Well absosbed with food and dairy products 

e Enamel hvpoplasia/tooth staining can 
occur in cnildren under eight 

B Usual adult |.V. and oral dosages: 

200 mg initially, 100 mg q. 12 h. Alterna- 
tively, if more frequent oral doses are 
preferred. 2 or 4 50-mg capsules may 
be given nitially, followed by one 
50-mg cadsule 4 times daily 

eCNS side effects including lightheaded- 
ness, dizziness or vertigo have been 

A reported with MINOCIN. Patients who 
experience these symptoms should 
be cautioned about driving vehicles or 
using hazardous machinery while on 
minocyck ne therapy 


in a wide range of infections 
due to susceptible pathogens* 


e Affirm e 


 Minocn 
MINOCYCLINE HUI 


semisynthetic tetracycline 
rofice and hospital 


CAPSULES 100 mg and 50 mg 
SYRUP 5C mg/5 cc 
INTRAVENOUS 100 mg/vial 


LEDERLE LABORATORIES 
A Division of American Cyanam:.d Company 
Pearl River, N Y. 10965 


rapy snould not be continued unless bacterio- 









“Tr 


* 


logic testing indicates appropriate susceptibility of 
causative»athogens to MINOCIN Minocycline HCI. 
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MINOCIN Minocycline HCI 
Oral and Intravenous Brief Summary 


Contraindications: Hypersensitivity to any tetracycline. 


Warnings: Intravenous use, particularly in pregnancy, in 
daily doses exceeding 2 grams has been associated 
with deaths through liver failure.When need for intensive 
treatment outweighs potentia! dangers, perform renal 
and liver function tests before and during therapy; also 
follow serum concentrations. In renal impairment, usual 
doses may lead to excessive accumulation and liver 
toxicity. Under such conditions, use lower total doses. 
and, in prolonged therapy, determine serum levels. This 
hazard is of particular importance in I.V. use in pregnant 
or postpartum patients with pyelonephritis. In such 
cases, the blood level should not exceed 15 mcgm/ml. 
and liver function tests should be made at frequent 
intervals. Do not prescribe other potentially hepato- 
toxic drugs concomitantly. The use cf tetracyclines 
during tooth development (last half of pregnancy, 
infancy and childhood to the age of 8 years) may cause 
permanent discoloration of the teeth (yellow-gray- 
brown). This is more common during long-term use but 
has been observed following repeated short-term 
courses. Enamel hypoplasia has also been reported. 
Tetracyclines, therefore, should not be used in this age 
group unless other drugs are not likely to be effective 
or are contraindicated. Photosensitivity manifested by 
an exaggerated sunburn reaction has been observed in 
some individuals taking tetracyclines. Advise patients 
apt to be exposed to direct sunlight or ultraviolet light 
that such reaction can occur, and discontinue treat- 
ment at first evidence of skin erythema. Studies to date 
indicate that photosensitivity is rarely reported with 
MINOCIN minocycline HCI. In patients with signifi- 
cantly impaired renal function, the antianabolic action 
of tetracycline may cause an increase in BUN leading 
to azotemia, hyperphosphatemia, and acidosis. CNS 
side effects (lightheadedness, dizziness, vertigo) have 
been reported, may disappear during therapy, and 
always disappear rapidly when drug is discontinued. 
Caution patients who experience these symptoms 
about driving vehicles or using hazardous machinery 
while taking this drug. Pregnancy: In animal studies, 
tetracyclines cross the placenta, are found in fetal 
tissues, and can have toxic effects on the developing 
fetus (often related to retardation of skeletal develop- 
ment). Embryotoxicity has been noted in animals 
treated early in pregnancy. Newborns, infants and 
children: All tetracyclines form a stable calcium 
complex in any bone-forming tissue. Prematures, given 
oral doses of 25 mg./kg. every 6 hours, demonstrated 

a decrease in fibula growth rate, reversible when drug 
was discontinued. Tetracyclines are present in the milk 
of lactating women who are taking a drug in this class. 


Precautions: Use may result in overgrowth of non- 
susceptible organisms, including fungi. If superinfection 
occurs, institute appropriate therapy. In venereal 
diseases when coexistent syphilis is suspected, dark- 
field examination should be done before treatment is 
started and blood serology repeated monthly for at least 
four months. Patients on anticoagulant therapy may 
require downward adjustment of such dosage. Test for 
organ system dysfunction (e.g., renal, hepatic and 
hemopoietic) in long-term use. Treat all group A beta- 
hemolytic streptococcal infections for at least 10 days. 
Avoid giving tetracycline in conjunction with penicillin. 
Adverse Reactions: GI: (with both oral and parenteral 
use): Anorexia, nausea, vomiting, diarrhea, glossitis, 
dysphagia, enterocolitis, inflammatory lesions (with 
monilial overgrowth) in anogenital region. Skin: Macu- 
lopapular and erythematous rashes. Exfoliative derma- 
titis (uncommon). Photosensitivity is discussed above 
(“Warnings”). Renal toxicity: Rise in BUN, dose-related. 
(See “Warnings:’) Hypersensitivity reactions: Urticaria, 
angioneurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis, exacerbation of systemic lupus 
erythematosus. In young infants, bulging fontanels have 
been reported following full therapeutic dosage, 
disappearing rapidly when drug was discontinued. 
Blood: Hemolytic anemia, thrombocytopenia, neutro- 
penia, eosinophilia. CNS: (See ‘Warnings: ) When given 
in high doses, tetracyclines may produce brown-black 
microscopic discoloration of thyroid glands; no abnor- 
malities of thyroid function studies are known to occur. 
NOTE: Concomitant therapy: Antacids containing 
aluminum, calcium, or magnesium impair absorption; 
do not give to patients taking ora! minocycline. Studies 
to date indicate that absorption of MINOCIN is not 
notably influenced by foods and dairy products. 


697 


When tinea 
is the : 


Tinea corporis 


`N Tinea cruris 


Tinea manuum 


Tinea pedis 


in infections due to these commonly implicated 

organisms: Trichophyton rubrum, T. tonsurans, 1 
mentagrophytes, Microsporum canis, and Epider 
mophyton floccosum. Halotex is also useful in tinea 
versicolor due to Malassezia furfur. 





When treating these tinea infections, 

‘` consider safe" and effective Halotex® 
(haloprogin). Rx only Halotex is a 
nonstaining, nongreasy topical agent 
available in convenient and economical 
sizes. Halotex cream in 30 g. tubes, 
Halotex solution (especially useful in hairy 
areas of the bedy) in 10 and 30 ml sizes. 


* Information on file at Westwood. 


Prescribe 
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Helps relieve associated itching, burning and scaling 


Halotex: 


(haloprogin) 1% Cream/Solution 


Description: 

Halotex cream provides 1% haloprogin in a 
water-dispersible, semi-solid cream base. Each 
gram contains 10 mg. haloprogin solubilized in 
polyethylene glycol 400, polyethylene glycol 
4000, diethyl sebacate and polyvinylpyrroli- 
done. Halotex solution provides 1% (10 mg. per 
ml.) haloprogin in a homogeneous vehicle of 
diethyl sebacate and alcohol. 


Action: 

Halotex is a synthetic antifungal agent for the 
treatment of superficial fungal infections of the 
skin. 


Indications: 

Halotex cream and solution are indicated for the 
topical treatment of tinea pedis, tinea cruris, 
tinea corporis and tinea manuum due to infec- 
tion with Trchophyton rubrum, Trichophyton 
tonsurans, Trichophyton mentagrophytes, Mi- 
crosporum canis, and Epidermophyton flocco- 


sum. It is also useful in the topical treatment of 
tinea versicolor due to Malassezia furfur. 


Contraindications: 

Halotex preparations are contraindicated in 
those individuals who have shown hypersensi- 
tivity to any of the components. 


Warning: 
USAGE IN PREGNANCY — Safety Pr use in 
pregnancy has not been established. 


Precautions: 

In case of sensitization or irritation due to Halo- 
tex cream or solution or any of the ingredients, 
treatment with these preparations should be 
discontinued and appropriate therapy instituted. 


If a patient shows no improvement after four 
weeks of treatment with Halotex cream or solu- 
tion, the diagnosis should be redetermined. In 
mixed infections where bacteria or nonsuscep- 
tible fungi are present, supplementary systemic 
anti-infective therapy may be indicated. 


For external use only. KEEP OUT OF EYES. 


Adverse Reactions: 

Reactions reported include: (1) local irritation, 
burning sensation, vesicle formation, and (2) 
increased maceration, pruritus or exacerbation 
of pre-existing lesions. 


Dosage and administration: 
Halotex cream and solution should be applied 
liberally to the affected area twice daily for two 
to three weeks. Interdigital lesions may require 
up to four weeks of therapy. 


How Supplied: 
Halotex* cream 1% (10 mg. per g.) 30 g. col- 
lapsible aluminum tube NDC 0072-7130-02. 


Halotex* solution 1% (10 mg. per ml.) 10 ml. 
polyethylene bottle with controlled drop tip NDC 
0072-7210-02 and 30 ml. polyethylene bottle 
with controlled drop tip NDC 0072-7230-02. 


DISTRIBUTE D BY 


LUIESTLUOOD 


PHARMACEUTICALS INC 
Buffalo, New York 14213 
in Canada, Belleville, Ontario XBNTE?2 
Manufactured by Mead Johnson & Company 
Evansville, Indiana 47721 
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Among its other functions, vitamin A 
Is importan! in reaintenance of epi- 
theliai structures"? and deficiency of 
this vitamin may cause certain skin 
conditions that begin with dryness, 
roughness. and Eching of the skin of 
the whole body. Lesions may begin 
on the thighs and upper forearms 
and spreac! “Histologic examination 
shows hyperplsia and hyperkera- 
tinization of the related epithelium 
aroundthe hair follicles, together with 
metaplastic changes of the sweat 
ducts and degereration of the glands, 
accounting for the dryness of the 
skin.* As might be expected, such 
skin lesions associated with vitamin 
E deficiency will respond to therapy 
with this vrtamir ^? 


“When given 59,000 units of absorb- 
able vitamin A per day, the patient's 
skin becomes. soft and moist in 2 
weaks...exfoliacion of the papules and 
extrusion of the hyperkeratotic plugs 
occurs occasionally in a month, anc 
a cure is complete in 2 or 3 months.” 


...an 
under- 


lying 
cause 





Long-term administration of massive 
doses, however, must be warned 
against since this is potentially toxic? 


When hyperkeratotic skin conditions, 
eczemas, and excessively dry skin 
are due to vitamin A deficiency, 
AQUASOL A provides vitamin A, wa- 
ter solubilized by a special process" 
to afford better absorption and utiliza- 
tion than oily vitamin preparations. 
AQUASOL A is especially valuable 
in patientsin whom the absorption or 
utilization of fats and fat-soluble vita- 
mins may be impaired. 


1. Goodhart, R.S., in Modern Nutrition in Health and 
Disease (Wohl, M.G. and Goodhart, R.S., eds .), ed. 4, 
Philadelpnia, Lea & Febiger, 1968, po. 222-223. 


2. Council on Foods and Nutrition: Roels, O. A.: JAMA 
214:1097 1970. 


3. Krehl. W. A., in Modern Nutrition in Health and Dis- 
ease (Wohl, M. G. and Goodhart, R. S., eds), ed. 4, 
Philadelphia, Lea & Febiger, 1968, p. 964. 


*Oil-soluble vitamin A water solubilized with sorethytan 
oleate; covered by U.S. Patent No. 2,417,299. 


Aquasol A 


(water-miscible vitamin A) 


PHARMACEUTICALS 


USV PHARMACEUTICAL CORP. 
Tuckahoe, N.Y. 10707 


of some 
conditions that 
Start as “dry skin” 


AQUASOL® A CAPSULES 
(water-miscible vitamin A) 

25,000 I. U. (7.5 mg.) 

50,000 I.U. (15 mg.) 


Indication: Vitamin A deficiency. Contrain- 
dications: Hypervitaminosis A, hypersen- 
sitivity. Warnings: Avoid overdosage. Safety 
of amounts exceeding 6,000 LU. daily dur- 
ing pregnancy has not been established. In 
reproduction studies of several animal spe- 
cies, fetal abnormalities have -been dem- 
onstrated following overdosage. Precau- 
tions: Prolonged use of more than 25,000 
I.U. daily should be carefully supervised. 
Women on oral contraceptives have shown 
a significant increase in plasma vitamin A 
levels. Adverse Reactions: Usually associ- 
ated with overdosage (Hypervitaminosis A 
syndrome) —fatigue, malaise, lethargy, ab- 
dominal discomfort, anorexia, vomiting; 
slow growth, hard tender cortical thickening 
over radius and tibia, migratory arthralgia, 
premature closure of epiphysis; fissures of 
lips, drying and cracking of skin, alopecia, 
scaling, massive desquamation, increased 
pigmentation; hypomenorrhea, hepato- 
splenomegaly, jaundice, leukopenia, vita- 
min A plasma level in-excess of 1200 I.U / 
100 cc. See PDR for dosage and other 
prescribing information. How Supplied: 
50,000 |.U./capsule, bottles of 100 and 
500; 25,000 |.U./capsule, bottles of 100. 
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When hyperkeratosis 
is the problem or a barrier 
to therapy... 


* b 
ib c 54 


Psoriasis 


Ichthyosis 


e 


6% salicylic acid in a gel containing 
propylene glycol (60%) and ethyl 
alcohol (19.4%), hydroxypropyl 
cellulose and water. 


Keratosis 


GEL, @ 


helps remove 
thickened stratum 
corneum and enhances 
other therapy! 


Easy-to-use Keralyt" effectively and safely 
removes thickened keratin. Simply hydrate 
affected area and apply Keralyt gel, using occlusive 
dressing overnight for optimum results. Keralyt's 
efficacy is an important "first step" when steroids, 
tar and other therapy are necessary. 





| 


Keralyt' 
NDC-0072-5500-C1 

CONTENTS: 6% salicylic acid in a gel 
containing propylene glycol (60%), 


ethyl alcohol ( 19.2276), hydroxypropyl 
cellulose and water. 


ACTION AND USES: 


For Dermatological Use: Keralyt is a 
topical aid in the removal of excessive 
keratin in hyperke:atotic skin disorders, 
including the varicus ichthyoses 
(vulgaris, sex-linked and lamellar), 
keratosis palmaris and plantaris, 
keratosis pilaris, pityriasis rubra 

pilaris, psoriasis ( including body, scalp, 
and palms and soles). Xeralyt has been 
reported as helpful as adjunctive 
therapy for fungal infections. 


For Podiatric Use: Keralyt is a topical 
aid in the removal.of excessive keratin 
in dorsal and plantar hyperkeratotic 
lesions. Keralyt has been reported as 
helpful as adjunctive therapy for 
verruca plantaris. 


DIRECTIONS FOR USE: The prefer- 
able method of use is to apply 
thoroughly to the affected area and 
place under occlusion at night. The 
skin should be hydrated for at least 
five minutes prior to application. The 

* medication is washed off in the 
morning, and if excessive drying 
and/or irritation is observed, a bland 
cream or lotion may be applied. Once 
clearing is apparent, the occasional use 
of Keralyt will usually maintain the 
remission. |n those areas where occlu- 
sion is difficult or mpessible, applica- 
tion may be made more frequently, 
and hydration by wet packs or baths 
prior to application apparently 
enhances the effect. Unless hands 

are being treated, rinse hands 
thoroughly following application. 
CONTRAINDICATIONS: Not to be 
used in patients known to be sensitive 
to any ingredient of Keralyt. 


PRECAUTIONS: in view of the salicylic 
acid content, use in children under 

12 years cf age should be limited to 
no more than one tube (1 oz.) in 

24 hours. Avoid contact with eyes and 
mucous membrares. For external use 
only. Keep this and al! medications 
out of reach of children. 

HOW SUPPLIED: Plastic tubes 1 oz. 
(24.8 gm.) 

CAUTION: Federal law prohibits 
dispensing without prescription. 
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PHARMACEUTICALS INC. 
Buffalo, New York 14213 
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A NEW PRESCRIPTION 
TO ASSURE YOUR 
TRAVELING PATIENTS 
A BON VOYAGE. 


Physician's Guide to Medical Advice for Overseas Travelers 


Jet lag fatigue, Montezuma's 
Revenge, airport  coronaries-- 
they've become all too common 
words in the medical vocabulary 
as increasingly larger numbers 
of people avail themselves of the 
speed and ease of jet travel for 
overseas vacation and business 
trips. And, in the process, they 
expose themselves to health 
risks rarely encountered at 
home. 


Physicians Guide to Medical 
Advice for Overseas Travelers 
was developed by the AMA to 
help practicing physicians ren- 


Name 





Order Dept. 
American Medical Association 
535 N. Dearborn St./Chicago, Ill. 60610 


Please send me... — 
Physician's Guide to Medical Advice for 


Overseas Travelers (OP-411) 
Price: 60€ each. Please enclose payment. 


Address 
City/State/Zip 


der preventive medical services 
to traveling patients. 


It provides a wealth of infor- 
mation, such as how to protect 
patients against tropical dis- 
eases, time zone changes, para- 
sites, tuberculosis and compli- 
cations of existing handicaps. 
What to advise about diets and 
personal hygiene in the tropics, 
overseas medical care, immu- 
nizations. 


Order your copy today--and 
help assure your traveling pa- 
tient a bon voyage. 


copy(ies) of 


Ten years...painfully 
afflicted with psoriasis 


Patient seen with a previous history of 
psoriasis, for which he had used numerous 
topical medications with varying success. 
When seen again after a prolonged absence, 
eruption was severe on scalp, hairline, 
elbows, and on shoulders and back. 


COPYRIGHT © 1975, SCHERING CORPORATION. ALL RIGHTS RESERVED. 





Fireman, Mr. S. B., victim of psoriasis for 19 years 

















Striking reduction of erythema and 
scaling after treatment with VALISONE 
"Cream b.i.d. for 22 days' 


Patient was instructed toapply VALISONE Cream 0.1% 
—todesions twice daily without occlusive dressings. When seen 
-22 days later, there was striking improvement, with plaques 

* showing less erythema and scaling. Patient was instructed 


Ac Hn | — to continue therapy with VALISONE Cream twice daily 
2o EE " without occlusion. 

EY *Case history and photographs in Files of Headquarters 
E S Ss Medical Research Division, Schering Corporation. 
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i-i BE... relief of mild-to-severe 
osteroid-responsive dermatoses 


IVAILABLE: 


N 000 STRENGTH CREAM 0.01% 
bet me $thasone we) 


. Clinical success 


comes in all forms 


For contact 
dermatitis only— M 


Valisone’ Aerosol i 
be 


Tipae AETS 
aate, . 


ee 


For low-cost alert Strong 
maintenance therapy creas Sa 
of corticosteroid- 012 ot atom 
responsive dermatoses— ^, ssologic 

use only 


Valisone 
Reduced Strengt 
Cream 


Caution: Federal law 

prohibits dispe 

aethout prescription. 
Schering Corporation 
Koniworth, N.J. 07033 
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For corticosteroid- 
responsive dermatoses — 


Valisone 
Cream/Ointment 





Cream 0.1%/Ointment 0.1%/Lotion 0.1%/Aerosol 0.15%/ Reduced Strength Cream 0.01% 


Clinical Considerations: Indications: VALISONE Cream and Ointment 
are indicated for relief of the inflammatory manifestations of corti- 
costeroid-responsive dermatoses. VALISONE Reduced Strength 
Cream is indicated for the relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. VALISONE Lotion is indicated 
only inthe topical management of seborrheic dermatitis of the scalp. 
VALISONE Aerosol is indicated, solely, for adjunctive topical man- 
agementto relieve the inflammatory manifestations of acute contact 
dermatitis. Contraindications: Topical steroids are contraindicated in 
tuberculosis of the skin and some viral diseases of the skin (varicella 
and vaccinia). Topical steroids are also contraindicated in those 
patients with a history of hypersensitivity to any of the components of 
the preparations. VALISONE Aerosol is contraindicated for use under 
occlusive dressings. Warnings: Keep the spray of VALISONE Aerosol 
away from eyes and other mucous membranes; avoid inhaling. Avoid 
freezing of the tissue by not spraying for more than 3 seconds, at a 
distance not less than 6 inches. Contents are under pressure. Do not 
puncture. Do not store or use near open flame or heat. Do not expose 
to temperatures above 120°F. Keep out of reach of children. Never 
throw container into fire or incinerator. Precautions: If irritation or 
sensitization develops with the use of VALISONE products, treatment 
should be discontinued and appropriate therapy instituted. In the 
presence of infection, the use of an appropriate antifungal or anti- 
bacterial should be instituted. If favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infec- 
tion has been adequately controlled. If extensive areas are treated, 
or if the occlusive technique is used, the possibility exists of suffi- 
cient systemic absorption to produce adrenal suppression and sys- 
temic corticosteroid effects may occur; suitable precautions should 
be taken. Ina few cases, ulceration has been reported with the use of 
topical steroids for skin conditions involved with impaired circulation 
(i.e., stasis dermatitis). Usage in Women of Childbearing Age: The use 
of any drug during pregnancy and the lactation period or in women of 
childbearing age requires that the potentia! benefits of the drug be 


weighed against the possible hazards to the fetus or infant. Topical 
corticosteroids have not been reported to have an adverse effect on 
the fetus, but the safety of their use in pregnant patients has not been 
definitely established. They should not be used extensively or for 
prolonged periods of time in pregnant patients, unless the-condition 
requiring treatment warrants the risk. VALISONE products are not for 
ophthalmic use. Adverse Reactions: The following adverse reactions 
have been reported with topical corticosteroids: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, acneform eruptions, 
and hypopigmentation. The following may occur more frequently 
with occlusive dressings than without such therapy: maceration of 
the skin, secondary infection, atrophy of the skin or subcutaneous 
tissues, striae, miliaria. Dosage and Administration: VALISONE Cream, 
Ointment, and Reduced Strength Cream are applied as a thin film 
over the affected skin areas one to three times a day. Clinical studies 
of VALISONE have indicated that dosage once or twice a day is often 
feasible and effective. VALISONE Reduced Strength Cream has an 
aqueous, hydrophilic base that softens and moisturizes the skin. 
Although occlusive dressings are required infrequently, they may 
enhance therapeutic efficacy in certain refractory lesions-of psoria- 
sis and other dermatoses that are difficult to treat. Apply a few drops 
of VALISONE Lotion to the affected area of the scalp anc massage 
lightly until it disappears. Apply twice daily, in the morning and at 
night. Dosage may be increased in stubborn cases; following im- 
provement, apply once daily. Apply VALISONE Aerosol three to four 
times a day. The container may be held upright or inverted durirg 
use. The spray should be directed onto the.affected area from a 
distance of approximately 6 inches and applied for only 3 seconds. 
Aerosol packaged by Aerosol Techniques, Inc., Armstrorg Labora- 
tories Division, West Roxbury, MA. 02132. For more complete details, 
consult package insert or Schering literature available trom your 
Schering Representative or Professional Services Departmert, 
Schering Corporation, Kenilworth, New Jersey 07033.MARCH 1974 
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have to 


before it 
gets better 


To encourage greater patient cooperation, consider effective 
Pernox® Scrub. 


e Dries and desquamates skin with a high degree of safety 
and flexibility. 


e Predictable and controllable therapy for efficacy...without 
undue irritation to the skin. 


e Noticeably rapid improvement. 


e Outstanding patient acceptance and cooperation...skin 
feels smooth after each washing. 


e Indicated in grades I, Il, and selected cases of grade IIl acne. 





Contains: 

Microfine granules of polyethylene in SEBULYTIC® brand of 
soapless cleansers and wetting agents. Also 2% sulfur, 
1.5% salicylic acid. 


the therapeutic scrub “S 
cleanser of choice A OD 





Supplied: 
2 and 4 oz. plastic 
tubes, regular or 
lemon-scented. 
Pernox® 


> 





Lathering Scrub Cleanser 
Regular/Lemon 
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PHARMACEUTICALS INC. 
Buffalo, New York 14213 
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when Tinea 
GRISACTIN 500 


griseofulvin (microsize Tablets 


findsit — 











BRIEF SUMMARY 
(For full prescribing information, 
see package circular.) 


Indications: Griseofulvin is indicated 
for the treatment of Tingworm infec- 
tions of the skin, Hair, and nails, namely: 
Tinea corporis, Tinea pedis, Tinea 
cruris, Tinea barbae, Tinea capitis, Tinea 
unguium (Onychomycosis) when caused by 
one or more.of the following genera of fungi: 
Trichophyton rubrum, T. tonsurans, T. men- 
tagrophytes, LT. interdigitalis, T. verrucosum, 
T. megnini, T. gallinae, T. crateriform, T. sul- 
phureum, T. schoen/eini, Microsporum 
audouini, M. canis, M. gypseum, Epidermo- 
phyton floccosum: 

NOTE: Prior to therapy, the type of fungi 
responsible for the infection should be 
identified. 

The use of this drug is not justified in minor or 
trivial infections which will respond to topical 
agents alone. 

Griseofulvin is not effective in the following: 
Bacterial infections, candidiasis (moniliasis), 
histoplasmosis, actinomycosis, sporotricho- 
sis, chromoblastomycosis, coccidioidomyco- 
sis, North :' American blastomycosis, 
cryptococcosis (torulosis), Tinea versicolor, 
nocardiosis. 

Contraindicatións: Thisdrugis contraindicated 
in patients with porphyria, hepatocellular fail" 
ure, and in individualswith a history of hyper 
sensitivity to griseofulvin. 

Warnings: Prophylactic Usage— Safety and 
efficacy of griseofulvin for prophylaxis of 
fungal infections has not been established. 
Animal Toxicology —Chràünic feeding of 
griseofulvin, at levels ranging from 0.5-2.5% 
of the diet, resulted in the development of 


liver tumors in D. 
several strains of Ec ^-^ B 





mice, particularly in T ee 


males. Smaller particle 

sizes result in an enhanced 

effect. Lower oral dosage levels have 
not been tested. Subcutaneous adminis- 
tration of relatively small doses of griseo- 


fulvin, once a week, during the first 
three weeks of life has also been. re- 
ported to induce hepatomata in mice. 


Although studies in "other animal species 
have not yielded evidence of tumoro- 
genicity, these studies were not of adequate 
design to form a basis for conclusions in this 
regard. 

In subacute toxicity studies, orally adminis- 
tered griseofulvin produced hepatocellular 
necrosis in mice, but this has not been seen 
in other species. Disturbances in porphyrin 
metabolismhave been reported in griseofulvin- 
treated laboratory animals- Griseofulvin has 
been reported to have a calchicine-like effect 
on mitosis and cocarcinogenicity with methyl* 







cholanthrene in cutaneous tumor induction in 
laboratory animals. 

Usage in Pregnancy — The safety of this drug 
during pregnancy has not been established. 
Animal Reproduction Studies—it has been 
reported in the literature that griseofulvin was 
found to be embryotoxic and teratogenic on 
oraladministrationto pregnant rats. Pups with 
abnormalities have been reported in the litters 
of a few bitches treated with griseofulvin. Ad- 
ditional animal reproduction studies are in 
progress. 

Suppression of spermatogenesis has been re- 
ported to occur in rats, but investigation in 
man failed to confirm this. 

Precautions: Patients on prolonged therapy 
with any potent Medication shouid be under 
close observation. "Periodic monitoring of 














(microsize) 






organ Sys- 
tem function, 
including renal, 
hepatic,and hem- 
atopoietic, should 
be done. 
- Since griseofulvin is 
derivedfrom species of pen- 
icillin, the possibility of cross- 
(^ sensitivity with penicillin exists; 
— however, known penicillin-sensitive 
= patients have been treated without difficulty. 
» ~~ Since a photosensitivity reaction is occasion- 
-ally associated with griseofulvin therapy, 
) patients should be warned to avoid exposure 
i to intense natural or artificial sunlight. Should 
a photosensitivity reaction occur, lupus 
erythematosus may be aggravated. 
Griseofulvin decreases the activity of war- 
farin-type anticoagulants so that patients 
receiving these drugs concomitantly may 
requiresdosage adjustment of the anticoagu- 
lant during and after griseofulvin therapy. 
Barbiturates usually depress griseofulvin 
activity-and concomitent administration may 
require-a-dosage adjustment of the antifungal 
agent. 
Adverse Reactions: When acverse reactions 
occur, ey are most commonly of the hyper- 
sensitivity type such as skin rashes, urticaria, 
and rarely, angioneurotic edema, and may 
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necessitate wihdrawal-of therapy and appro 
riate countermeasures. Paresthesias of thee 
ands and feet have been reported rarely after -- 


runs deep... 


In stubborn tineas — os, for example, in onychomyccsis — GRISACTIN 500 [griseofulvin 
penetrates into the fungi-harboring keratin where a topical fungistatic cannot reach. 
Gradually as this griseofulvin-impregnated band is propelled outward, the infected tissues are 
replaced with normal «eratin...a clinical cure being corsidered complete when the replaced keratin 
is entirelv rid of viablefungi. GRISACTIN 500 is a potent fungistatic agent with systemic action... 
microsized crystals afford an increased surface area for maximal gastrointestinal absorption. 


in stubborn tineas of the skin, hair, and nails 


Artist's conception of a lateral section 
of fingernail with inset showing Trichophyton (Purpureum) Rubrum. 


extended therapy. Other side effects reported 
occasionally are oral thrush, nausea, vomiting, 
epigastric distress, diarrhea, headache, fa- 
tigue, dizziness, insomnia, mental confusion, 
and impairment of performance of routine 
activities. 
Proteinuria and leukopenia have been reported 
rarely. Administration of the drug should be 
discontinuec if granulocytopenia occurs. 
When rare, serious reactions occur with griseo- 
fulvin, they are usually associated with high 
dosages, long periods of therapy, or both. 
Dosage and Administration: Accurate diagnosis 
of the infecting organism is essential. Medica- 
tion must becontinueduntil theinfectingorgan- 
ism is completely eradicated as indicated by 
appropriateclinicalor laboratory examination. 
General measures in regard to hygiene should 
be observed to control sources of infection or _ 
reinfection. Concomitant use of appropriate — 
topical agents is usually required, particularly 
in treatment of tinea pedis. 
Dosage should be individualized, denen ae 
age and severity of infection. Adults —0.5 Gm. —— 
NU q.i.d., 250 mg. b.i.d., or je 
mg./day). Children — 10 mg./kgedaily is usue 
Eb. 125 i 250. 
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To effectively help control 
dandruff, remove excess oil 
and stop itching. 
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Therapeutic Shampoo 
Cream Therapeutic Shampoo 
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Immunologic Studies in Patients With 


Sarcoidosis and Cryptococcosis 


Richard W. Beleher, MD; Rodion Palazij, MD; Emanuel Wolinsky, MD 


Immunologic studies were performed in 
two patients wit sarceidosis, who devel- 
oped cryptococeosis. Polymorphonuclear 
leukocyte function, complement, and se- 
rum antibodies were normal. Both pa- 
tients had ressed cell-mediated 
immunity (CMI) to Cryptococcus neo- 
formans and other antigens that per- 
sisted after therapy tor their infection. 
These findings suggest that the patients’ 
impaired CM predapore them to 
cryptococcal i ection, which compli- 
cated their sarcoidosis. Evaluation of sar- 
coidosis cases should include studies of 
immune function, and the possibility of a 
secondary infection should be considered 
in patients with long-standing sarcoido- 
sis, who develop unexpected changes in 
their clinical status. 


arious inf eetionsagents have been 
demonstrated in granulomas 
from patients with clinical and histo- 
logical evidence of sarcoidosis.'* In- 
fections due to Cryptococcus neo- 
formans have been recognized in at 


Accepted for i lication Oct 29, 1974. 


From the divisions of dermatology and infec- 
tious disease, Cleveland Metropolitan General 
Hospital, and Case-Western Reserve University 
Sehool of Medicine, Cleveland. 

Reprints not available. 
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least 25 sarcoidosis patients, and in 
scme cases it has been suggested that 
the cryptococci might be responsible 
for not only the acute infectious dis- 
order, but also for the sarcoidal tissue 
reaction. ^ 

Some patients with  sarcoidosis 
demonstrate abnormalities in cell- 
mediated immunity (CMI), >=” but 
most of the previous reports of coex- 
isting sareóidosis and cryptococcosis 
do not provide information as to the 
immunologic status of the patient or 
give details of the course of the sar- 
coidosis after therapy for the infec- 
tion. Recently we have seen two pa- 
tients with sarcoidosis, who developed 
complicating cryptococcosis. This re- 
port describes our clinieal findings 
and studies of immunologic function 
in these cases. 


REPORT OF CASES 


CASE 1.—A 49-year-old woman developed 
erythematous skin lesions of the face, 
scalp, and legs in November 1965. Skin 
bicpsy specimens in November 1965 and 
October 1966 showed noncaseating granu- 
lomas. Special stains were negative for 
acid-fast and fungal organisms. A chest 
roentgenogram in September 1966 showed 
prominent hilar lymphadenopathy con- 
sistent with sarcoidosis. The patient was 
treated with topically applied cortico- 


steroid creams to the skin lesions and did 
well until October 1970, when she devel- 
oped pain and swelling of the right knee. 
When seen at a community hospital, the 
patient was afebrile and there were no ab- 
normal physieal findings on examination of 
the chest. The area over the proximal seg- 
ment of the right fibula was erythematous, 
warm, and tender. The liver was palpable 4 
em below the right costal margin at the 
mid-clavicular line. The spleen was pal- 
pable 5 em below the left costal margin. 
Chest x-ray films revealed bilateral inter- 
stitial infiltrates and hilar adenopathy. In- 
termediate tuberculin, histoplasmin, coc- 
cidioidin, and blastomycin skin tests were 
negative. X-ray films of the right knee 
showed an osteolytic lesion of the proximal 
segment of the right fibula (Fig 1). Àn ex- 
cisional biopsy of the head of the fibula and 
the adjacent soft tissue was performed. 
Skin and muscle biopsy specimens revealed 
noneaseating granulomas in which no or- 
ganisms were demonstrated on acid-fast 
and PAS stains. Histological examination 
of the fibula showed necrosis of bone and 
a granulomatous inflammatory infiltrate 
(Fig 2 and 3). Mucicarmine and PAS stains 
showed multiple encapsulated yeast-like 
organisms. Cultures of bone at 20 and 37 C 
showed growth of an organism that was 
identified as Cryptococcus neoformans. 
The patient was treated with a total of 1 
gm of intravenously administered ampho- 
tericin B and the surgical excision site 
healed well. The chest roentgenogram ap- 
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pearance was unchanged after therapy, as 
were the patient’s skin lesions and hepa- 
tosplenomegaly. 

The patient was essentially asympto- 
matic after treatment. On physical exami- 
nation in September 1971, the vital signs 
were normal. Abnormal physical findings 
were limited to the skin and the abdomen. 
Symmetrically involving the scalp, face, 
ears, forearms, buttocks, knees, and legs, 
there were sharply marginated, infiltrated 
erythematous plaques. The liver was pal- 
pable 4 em below the right costal margin at 
the mid-clavicular line, and the spleen was 
palpable 2 em below the left costal margin. 


^ 
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shows an 
osteolytic lesion of proximal fibula (pa- 
tient 1). 


Fig 1.—Roentgenogram 


Fig 2.—Bone biopsy specimen of fibula. Granulomatous in- 
flammatory process has destroyed surrounding bone (patient 1) 


(hematoxylin-eosin, x 100). 
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A complete blood cell count, urinalysis, a 
blood chemistry study using an automated 
multiple analysis system, serum and uri- 
nary calcium and phosphorus concentra- 
tions, VDRL test for syphilis, and pulmo- 
nary function studies were within normal 
limits. Serum protein level was 7.9 gm/100 
ml, with 3.5 gm/100 ml serum albumin and 
4.3 gm/100 ml serum globulin. Chest x-ray 
films showed bilateral hilar lymphadenopa- 
thy and bilateral reticulonodular infil- 
trates throughout the lungs. Liver scan 
showed moderate enlargement of the right 
and left lobes of the liver. X-ray films of 
the right leg showed absence of the proxi- 
mal part of the right fibula, and no other 
bony abnormalities. 

Histological sections of a percutaneous 
liver biopsy specimen showed noncaseat- 
ing granulomas. Special stains for acid- 
fast bacilli and fungi revealed no organ- 
isms, and cultures of the biopsy specimen 
were negative for acid-fast organisms, 
pyogens, and fungi. A skin biopsy speci- 
men showed noncaseating granulomatous 
dermal inflammation with no organisms on 
special stains or cultures. 

Immunologic studies were performed 11 
months after treatment of the patient’s os- 
teomyelitis when she was receiving no 
drugs. After completion of these studies, 
the patient was treated with 200 mg/day 
of hydroxychloroquine and noted a gradual 
healing of her skin lesions. In January 
1973, she developed severe herpes zoster 
involving T8 to T11 dermatomes on the 
right side, from which she made an un- 
eventful recovery. She has remained 
asymptomatie since that time with no 
change in her physical or radiological find- 
ings. 

Case 2.—A 48-year-old woman developed 
wheezing and shortness of breath on exer- 
tion in 1964. In July 1965, a chest x-ray 
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film showed bilateral hilar lymphadenopa- 
thy and mottled densities of both lungs. 
Intermediate and second-strength purified 
protein derivative (PPD) skin tests were 


negative. Pulmonary function studies 
showed a restrictive defect, which was not 
improved with bronchodilators. A biopsy of 
a supraclavicular lymph node showed non- 
caseating granulomas and was negative on 
special stains and culture for fungi and 
acid-fast organisms. In November 1965 she 
began receiving orally administered pred- 
nisone in doses varying from 10 to 20 
mg/day, which gave some relief of her 
dyspnea. In January 1967, the patient de- 
veloped blurred vision. She was found to 
have bilateral anterior uveitis, which was 


- treated with increased doses of orally ad- 


ministered prednisone and mydriatics. De- 
spite therapy, the process progressed and 
the patient developed loss of visual acuity 
and mild glaucoma. In 1968, the patient's 
dyspnea suddenly increased in severity 
and she had several episodes of he- 
moptysis. A chest x-ray film showed a new 
infiltrate in the right lower lobe and a right 
pleural effusion. Sputum smears and cul- 
tures showed pneumococci and the patient 
was treated with intramuscularly given 
penicillin G procaine with prompt sympto- 
matic and radiological improvement. Spu- 
tum smears and cultures for fungi and 
acid-fast organisms were negative before 
therapy. Skin tests to intermediate PPD, 
blastomycin, histoplasmin, and coccidioidin 
were negative. In September 1970, the pa- 


. tient developed macular hypopigmented 


skin lesions of the trunk and extremities, 
Biopsy specimens of the lesions showed 
noncaseating granulomas. No organisms 
were identified on special stains. The pred- 
nisone dosage was gradually tapered to 5 
mg every other day and her pulmonary 
symptoms became relatively stable. A 


Fig 3.—Higher magnification of infiltrate shows numerous organ- 
isms within and outside giant cells (patient 1) (hematoxylin- 
eosin, x 400). 
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chest radiogram in August 1972 showed a 


nodular density of the left upper lobe. This 
lesion slowly increasec in size until Febru- 
ary 1973, when it measured 1.5 cm in 
diameter, and laminograms demonstrated 
a second 0.5-em density in the left upper 
lobe. At this time, the patient also noted 
increasing fatigue amd a slightly tender 
swelling of the right side of the forehead. 
She was hospitalized for investigation in 
March 1973. Physical examination showed 
a slightly obese woman who appeared older 
than her stated age and was audibly 
wheezing. Blood pressure was 136/88 mm 
Hg; pulse rate, 76 beats per minute; respi- 
ration rate, 20 per minute; temperature, 
36.5 C (91.7 F). A dense cataract was pres- 
ent on the right eye. A slightly tender 1.5 
to 2-cm non-fluctuant, soft tissue swelling 
was present over the right frontal area. 
Several 1- to 2.5-cm macular erythematous 
plaques were scattered over the anterior 
areas of the thighs and the arms. The chest 
was resonant to percusion. Scattered 
rhonchi and wheezes were noted over both 
the anterior and posterior areas of the 
chest. The liver and spleen were not pal- 
pable and there was no significant lymph- 
adenopathy. A complete blood count, uri- 
nalysis, a blood chemistry study using an 
automated multiple analysis system, VDRL 
test for syphilis, and serum and urinary 
calcium and phosphorus concentrations 
were within normal limits. Total serum 
protein level was 7.6 gm/100 ml, with se- 
rum albumin at 3.87100 ml and serum 
globulin at 3.8 gm/100 ml. A wedge resec- 
tion of the left upper lobe was performed. 
Pathological examination demonstrated 
areas of noncaseating granulomas and 
acute and chronic granulomatous inflam- 
mation and fibrosis. Large numbers of 
encapsulated yeast-like organisms were 
demonstrated within the areas of inflam- 
mation, and cultures grew C neoformans. 
Skull x-ray films revealed a 1-em defect of 
the intradiploie space of the right frontal 
bone with destruction of the outer table of 
the skull. (Fig 4). Aspiration of fluid from 
the soft-tissue swelling showed a few en- 
capsulated yeast-like organisms in India 
ink wet mount preparations. A bone x-ray 
survey showed an osteolytic lesion of the 
right seventh rib. Spinal fluid examina- 
tion was unremarkable. The patient was 
treated on alternate days with intrave- 
nously administered amphotericin B in 
combination with daily orally administered 
flueytesine and showed gradual sympto- 
matie and radiological improvement. Im- 
munolegie studies were performed three 
months after treatment of the patient's in- 
fection, at which time she was asympto- 
matic and was receiving no therapy. Fol- 
low-up roentgenological examination over 
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Fig 4.—Skull roentgenogram shows osteolytic area of frontal bone (patient 2). 





the next ten months showed complete reso- 
lution of the osteolytic lesions of the rib 
and the skull. No change was observed in 
the patient's longstanding pulmonary ra- 
diological abnormaltities or in her pulmo- 
nary symptoms. 


IMMUNOLOGIC STUDIES 
In Vivo Studies of CMI 


Skin tests were performed with 0.1 
ml of Candida (Oidiomycin-0, 1:10), 
mumps skin test antigen, streptoki- 
nase-streptodornase (SK-SD) (Vari- 
dase, 100 units), intermediate- and 
second-strength PPD, histoplasmin 
and blastomycin antigens and were 
read at 24 and 48 hours. The ability 
of the patients to be sensitized 
to freshly prepared dinitrochloroben- 
zene (DNCB) was evaluated by a mod- 
ification of the method of Catalona et 
al"; DNCB (2,000ug in acetone) was 
applied to a 3-sq cm area of the fore- 
arm with a repeat dose of 50ug in ace- 
tone to the opposite arm 14 days 
later. 


Antibody and 
Polymorphonuclear 
Leukocyte Studies 


Serum  anti-Candida antibodies 


were measured by tube agglutina- 
tion.* Cryptococcal antibody levels 
were determined by tube agglutina- 
tion and indirect fluorescent antibody 
tests. * Serum immunoglobulins and 
complement were quantitated by im- 
munodiffusion. Leukocyte myeloper- 
oxidase was evaluated histochem- 
ically. Nitroblue tetrazolium (NBT) 
reduction by leukocytes was deter- 
mined on unstimulated leukocytes” 
and after incubation of leukocytes 
with latex particles and polyanions.” 
Candidacidal acitivity of leukocytes 
was performed by previously de- 
scribed techniques.” ** 


In Vitro Lymphocyte Studies 


Heparinized venous blood (10 
units/ml) was obtained from the pa- 
tients and from normal controls, who 
were matched for age, sex, race, and 
parity. The control subjects had posi- 
tive skin tests to Candida and mumps 
antigens. Lymphocytes were sepa- 
rated in a Ficoll sodium diatrizoate 
gradient, washed twice in Eagle me- 
dium (EME), and resuspended in ba- 
sal medium Eagle (BME) (diploid cell 
culture) to a final concentration of 
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1x 10° lymphocytes per milliliter. One 
milliliter of the suspension which con- 
tained 15% autologous serum was dis- 
pensed into each of a series of 
13 x 125-mm disposable tissue culture 
tubes. In other studies, patient lym- 
phocytes were incubated in pooled AB 
serum and in fetal calf serum. All 
sera were heated at 56 C for 30 min- 
utes before addition to the cultures. 
Lymphocyte viability was assessed by 
Trypan blue exclusion at the begin- 
ning and end of each culture period 
and it exceeded 85% in each experi- 
ment. 

Triplicate or quadruplicate sets of 
lymphocyte cultures from the pa- 
tients and controls were stimulated 
with each of the following materials: 


(1) Candida antigen. A commercially 
available glycerol-saline extract of a 
culture of Candida albicans was 
dialyzed against 0.15M NaCl for 72 
hours and was diluted to a final con- 
centration of 1,000 to 1,200 protein-ni- 
trogen units per 0.1 ml. A glycerol-sa- 
line solution without antigen served 
as a control. One tenth milliliter of 
antigen and control solutions were 
added to triplicate sets of cultures. (2) 
Mumps antigen. Mumps virus was 
inoculated into 8-day-old chick em- 
bryos and allantoic fluid was har- 
vested after six days. The virus was 
inactivated by heating at 65 C for 45 
minutes. One tenth milliliter of 
mumps antigen, which gave a hemag- 
glutination titer of 1:64, was used in 


Table 1.—lImmunologic Studies in Sarcoidosis Patients With Cryptococcosis 


Skin Tests Patient 1 Patient 2 
Candida Negative* Negative 


Mumps Negative Negative 
SK-SD Negative Negative 
PPD Negative Negative 
Histoplasmin Negative Negative 
Blastomycin Negative Negative 
Coccidioidin Negative Negative 
DNCB sensitization Negative Negative 


Antibody Studies 
Candida agglutinins + 1:16 + 1:8 


Isohemagglutinins 
Cryptococcal antibody 


T1: 

Positive-Indirect 

Fluorescent Antibody 

Negative-Tube Agglutin- 
ation 


+ 1:8 
Positive-Indirect 
Fluorescent Antibody 
Negative-Tube Agglu- 


tination 
Serum Immunoglobulins 


laG 2,370 mg/100 ml 1,600 mg/100 ml 

igM 135 mg/100 ml 175 mg/100 ml 

IgA 650 mg/100 ml 420 mg/100 ml 
Serum Complement (/1C/^1A) 135 mg/100 ml 137 mg/100 ml 
Leukocyte Myeloperoxidase Normal Normal 


Nitroblue Tetrazolium Testt 
Unstimulated 


12% 


5% 


Stimulated 84% 81% 
Candidacidal Activity of PMNst 31% 28% 


T-Cells 71% 


63% 


* Negative is no induration or erythema at 24 and 48 hours. 


T Percent formazan-containing cells. 


t Mean percent killing of 1 X 106 Candida albicans by 1 X 106 PMNs/hr. 





Mumps 681 + 58 (2.61) 


PHA 






13,585 = 858 (5.20) 
1,011 — 489 (1.39) 





C neoformans 


* Disintegrations per minutes—3HT dr incorporation 1 X 106 lym 


5,665 = 1,206 (2.17) 









Table 2.—In Vitro Lymphocyte Response* in Patients With Sarcoidosis and Cryptococcosis 


Patient 1 Control Patient 2 . Control 
Candida 405 + 33 (1.55) 5,434 = 501 (5.03) 2,755 = 447 (2.85) 34,608 = 3,956 (19.42) 
1,854 — 403 (1.93) 
126,289 — 26,540 (11.91) 
58,576 — 2,752 (5.52) 
858 = 125 (0.81) 


8,697 = 1,249 (8.05) 
35,937 — 3,985 (11.54) 
69,735 + 5,828 (22.39) 

9,996 + 385 (5.66) + 








of stimulated to unstimulated cultures) are given in parentheses. 


T Disintegrations per minute—3HTdr incorporation of lymphocytes of eight normal sub 
(mean + SE) for 120 hours. Mean stimulation indexes (rati 
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each set of cultures. One tenth millili- 
ter of uninfected allantoic fluid 
heated to 65 C for 45 minutes was 
used in control cultures. (3) Phytohe- 
magglutinin-M (PHA). This was di- 
luted 1:10 in EME, and 0.1 ml of this 
dilution was added to each culture. 
One tenth milliliter of BME was 
added to control cultures. (4) Conca- 
navaline-A (Con-A). This was diluted 
in BME to a concentration of 20 
ug/0.1 ml. One tenth milliliter was 
added to each of the lymphocyte sus- 
pensions. One tenth milliliter of BME 
was added to control cultures. (5) 
Cryptocoecal antigen. A poorly en- 
capsulated strain of C neoformans 
was grown overnight on agar slants 
and suspended in BME. The orga- 
nisms were killed by boiling for one 
hour and resuspended in BME in =£ fi- 
nal concentration of 1x 10° per 0.1 ml. 
Quadruplicate sets of sarcoid and con- 
trol lymphocyte cultures were stimu- 
lated with the heat-killed organisms 
by the method of Diamond and Ben- 
nett.^ Lymphocytes from six addi- 
tional healthy subjects who had no 
history of cryptococcal infection and 
who had not been skin tested with C 
neoformans were also studied for 
their in vitro response to C neo- 
formans. 

The antigen-stimulated lympho- 
cyte cultures were incubated at 37 C 
in a 5% CO, atmosphere for 120 hours. 
In experiments in which PHA and 
Con-A were used, the cultures were 
incubated for 72 hours. At the end of 
the culture period, 3 microcuries of 
tritiated thymidine (specific activity, 
3.6 curies/millimol) was added to each 
culture for five hours. In vitro lym- 
phocyte response as measured by the 
incorporation of *HTdr by lympho- 
cytes was determined by the addition 
of 5% cold trichloroacetic acid after 







22,072 + 1,969 (12.39) 

48,233 — 22,258 (13.59) 

25,820 — 4,290 (7.28) 
5,996 = 385 (5.66) 1 


























phocytes after 72 or 120 hours (mean = SE). Mean stimulation indexes (ratio 


jects incubated with 1 X 106 heat-killed cryptococci 
o of stimulated to unstimulated cultures) are given in parentheses. 
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rinsing the eultures twice in iced 
physiological saline-solution. The pre- 
cipitate was dissolved in 0.5 ml of 
hyamine, and the contents of the 
tubes were added to vials containing 
10 ml o? scintillation fluid. The radio- 
activity of the trichloroacetic acid 
precipitable material was determined 
in a liquid scintillation counter. After 
correction for quenching, lymphocyte 
transformation was expressed as dis- 
integrations per minute per 1x10° 
lymphoeytes. 


T-Cell Determination 


Ficol!-sodium diatrizoate gradient 
separated lymphocytes from patients 
and matched control subjects were 
evaluated for the percentage of T- 
cells by the sheep red blood cell 
(SRBC) rosette-tecanique.** 


RESULTS 


The results of the immunologic 
studies are summarized in Tables 1 
and 2. Serum complement and stud- 
ies of polymorphenuclear leukocyte 
function, ineluding NBT reduction, 
leukocyte myeloperoxidase, and can- 
didacidal activity were normal in 
each patient Serum immunoglobu- 
lins, isehemagglutinins, and levels of 
antibody against Candida were like- 
wise normal. Anti-cryptococcal anti- 
body was demonstrated by indirect 
fluorescence in the serum of both pa- 
tients. 

Skin tests to all antigens and at- 
tempts at sensitization with DNCB 
were negative in each patient. In 
vitro lymphocyte responses to Can- 
dida and mumps antigens were like- 
wise diminished in comparison with 
controls (Table 2). Lymphocytes from 
patient 1 showed a reduced response 
to the nonspecific mitogens, PHA, 
and Con-A, while lymphocytes from 
patient 2 responded better than con- 
trol lymphoeytes cn stimulation with 
these lectins. Lymphocytes from both 
patients demonstrated a low respon- 
siveness to heat-killed cryptococci, 
which was significantly lower than 
that of the normal subjects’ lympho- 
cytes (P=<.001, Student t test). No 
important increase in lymphocyte re- 
sponse was observed when patients’ 
lymphoeytes were cultured in pooled 
human serum or in fetal calf serum. 
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The percentage of peripheral blood 
lymphocytes that formed rosettes 
with SRBC (T-cells) was similar in 
patients and controls. 


COMMENT 


Our patients had clinical and labo- 
ratory evidence of sarcoidosis that 
preceded the onset of their cryptococ- 
cal infection for five and nine years, 
respectively. Histological and cultural 
studies in these patients strongly 
suggest that the C neoformans in- 
fection complicated their primary 
disease, sarcoidosis, and virtually 
exclude the possibility that C 
neoformans was responsible for the 
multisystem granulomatous disease 
that we observed before and after the 
acute infectious episode. 

One of our patients had received 
systemic corticosteroid therapy for 
pulmonary and ophthalmologic mani- 
festations of her primary disorder be- 
fore the onset of her infection. Sev- 
eral reports of the association of 
sarcoidosis and cryptococcosis have 
suggested that steroid therapy in sar- 
coidosis patients might be responsible 
for the development of the secondary 
C neoformans or other opportunistic 
infections. We believe this is not the 
case in our patients. Although both 
had received corticosteroids, one topi- 
cally applied and one in low-dose al- 
ternate-day schedules, these methods 
of administration of steroid usually 
do not have an adverse effect on host 
defenses against infection.” In addi- 
tion, our studies of immune function 
clearly showed that both patients had 
impaired CMI, which could be demon- 
strated in vivo and in vitro, and which 
persisted after corticosteroid therapy 
was discontinued. The impairment of 
CMI in our patients was not selective 
for certain antigens, but included mi- 
erobial (viral, fungal, and bacterial) 
antigens as well as simple chemical 
haptens (DNCB). 

Unfortunately we were unable to 
evaluate skin test reactions to C neo- 
formans, but studies of our patients' 
CMI in vitro demonstrated a dimin- 
ished lymphocyte responsiveness, as 
compared with controls, to several an- 
tigens including C neoformans. A 
comparable in vitro unresponsiveness 
to C neoformans was found by Dia- 


mond and Bennett? in studies of pa- 
tients who had developed C neo- 
formans infections, but who had no 
known predisposing disease. In con- 
trast to our studies on sarcoidosis, the 
response of Diamond's patients was 
not impaired to SK-SD. It seems 
unlikely that our patients’ defec- 
tive CMI was caused by their acute 
cryptococcal infection, since our in 
vitro and in vivo studies were per- 
formed three and 11 months after 
therapy and at a time when all clini- 
cal signs indicated complete resolu- 
tion of the infectious process. 

Our studies of in vitro lymphocyte 
responses to nonspecific mitogenic 
stimulation were of interest. Patient 
1 demonstrated decreased lympho- 
cyte responses to antigenic and non- 
specific mitogenic stimulation, while 
patient 2 showed reduced lymphocyte 
responses to antigenic stimulation, 
but a normal transformation on stim- 
ulation with nonspecifie mitogens. 
Depressed in vitro lymphocyte re- 
sponses to PHA have been demor- 
strated in sarcoidosis by several in- 
vestigators,^?* while other studies 
have shown no significant difference 
in the response of patients' cells and 
control cells on stimulation with 
PHA.” These variable results are dif- 
fieult to explain and raise the possi- 
bility that sarcoidosis might cause 
several defects in CML. In addition to 
defects in cellular responsiveness, an 
additional consideration might be the 
presence of serum inhibitors of lym- 
phocytes. Previous studies in our lab- 
oratory demonstrated that 71% of 
sarcoid patients’ sera inhibited anti- 
gen responses of normal lymphocytes, 
but the serum inhibitory activity did 
not correlate well with the results of 
in vivo studies of CMI.” Attempts to 
correct the in vitro lymphocyte defect 
in the patients in the present study 
by culturing their cells in pooled 
normal serum and fetal calf were un- 
successful, which tends to exclude a 
serum-mediated defect in CMI. Previ- 
ous in vivo studies of the effect of sar- 
coid sera on skin test reactivity have 
also demonstrated conflicting results 
as to the role of serum inhibitors of 
CMI.**! 

One additional possibility that we 
explored was that sarcoidosis might 
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have an effect on the numbers of cir- 
culating thymus-dependent lympho- 
cytes (T-cells) similar to that found in 
patients with other disorders associ- 
ated with depressed CMI, such as lep- 
romatous leprosy,‘?** mucocutaneous 
candidiasis, and Hodgkin disease. 
We found no depression of the per- 
centage of lymphocytes that formed 
rosettes with SRBC so that a decrease 
in peripheral T-cells was apparently 
not responsible for our patients’ de- 
pressed CMI. Although we are unable 
to define the precise nature of the de- 
fect in CMI in our patients, it seems 
likely that their depressed CMI pre- 
disposed them to infection with C 
neoformans. Other host defense 
mechanisms including antibody pro- 
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duetion and polymorphonuclear leu- 
kocyte (PMN) function were entirely 
normal. The role of antibody produc- 
tion in the prevention of infection 
with C neoformans is still uncertain,” 
but in our patients the presence of 
antibody against C neoformans did 
not seem to alter the course of their 
infection. The PMNs, likewise, may 
play some role in host defenses 
against C neoformans and other my- 
cotic infections, but in view of our 
patients' normal leukocyte function 
studies, it appears that functional 
PMNs are not capable of preventing 
the invasion of C neoformans in the 
face of depressed CMI. 

It would be of interest to know 
whether altered CMI can be demon- 
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Renal Metastases 
Simulating Kaposi Sarcoma 


Radienuclide Scanning, An Aid in Diagnosis and Treatment Planning 


f 
Louis Rogow, MD; Marvin Rotman, MD; Konstantinos Roussis, MD 
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| 
A case of renal cutaneous metastases 
simulated si sarcoma and the condi- 
tion was misdiagnosed as Kaposi sar- 


coma. A n technique was employed 
using the isot technetium 99m as the 
compound um pertechnetate Tc 99m 


for the diagnosis and:evaluation of the ex- 
tent of Kaposi sarcoma. The failure to 
demonstrate a positive isotope scan in 
our case was a clue *o the incorrect diag- 
nosis oí Kaposi sarcoma. 


or the past three years a study 
has been in progress at the Ra- 
diotherapy Department of New York 
Medieal College to evaluate the use of 
the nuclide technetium 99m in both 
the diagnosis and planning of radia- 


tion treatment of Kaposi sarcoma.!' 
Results of study have demon- 
strated i ased concentration of 
the isotope in both the clinically evi- 


dent as well as oceult tumor-bearing 
areas. Seven patients with biopsy 


| 
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findings reported as consistent with 
Kaposi sarcoma were studied. Only 
six of the patients demonstrated posi- 
tive scans. The seventh patient was 
one whose cutaneous lesions failed to 
demonstrate a concentration of tech- 
netium 99m. 


REPORT OF A CASE 


A 74-year-old man was referred to the 
radiotherapy department because of the 
recent growth of nodular lesions on the up- 
per and lower lip, the left forearm, and the 
scalp; the biopsy findings were reported as 
showing Kaposi sarcoma. The patient was 
otherwise asymptomatic and in good 
health. 

The patient had multiple wine-colored, 
dome-shaped, indurated nodules in the 
upper and lower lip, the left forearm, 
and scalp (Fig 1). Intraoral examination 
showed purple nodular infiltrations in the 
soft palate, the floor of the mouth, and the 
buccal mucosa of the left cheek. There 
were no associated symptoms. Other physi- 
cal examination findings were unremark- 
able. The clinical diagnosis included 
Kaposi sarcoma and angiokeratoma. 


METHODS 


Histopathologic Studies.—A biopsy speci- 
men from a left forearm nodule, viewed 
under low-power magnification, demon- 
strated tumorous changes involving the 
entire epidermis of the medial portion of 
the specimen. Under high-power magnifi- 
cation, the epidermis was thin and flat- 





Fig 1.—Two typical wine-colored le- 
sions. 


tened, with well-pigmented basilar cells. 
The dermis demonstrated moderate peri- 
vascular inflammatory infiltrate. The tu- 
mor was composed of numerous vascular 
channels in various stages of formation 
and frequently incomplete so that extra- 
vasation of erythrocytes was common. 
Some fibrovascular areas were present. 
Endothelial proliferation with large endc- 
thelial and histiocytic cells was frequent. 
Some large atypical cells and nuclei were 
noted and some showed mitosis. The dif- 
ferential diagnosis was Kaposi sarcoma, 
granuloma pyogenicum, and angiokera- 
toma. The clinical impression plus the 
characteristic findings of endothelial pre 
liferation, hemorrhage, and the inflamma- 
tory reaction led to the diagnosis of Kaposi 
sarcoma (Fig 2). 

Isotope Scan.—A radionuclide scan using 
technetium 99m in the compound sodium 
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pertechnetate Tc 99m was performed. Five 
millicuries of the isotope was injected in- 


travenously. Rectilinear scans in both the 


anterior and lateral projections in the 
areas of the superficial lesions were per- 
formed. No evidence of isotopic uptake 
was noted on the scans. This was quite un- 
expected in view of the fact that the six 
patients with Kaposi sarcoma whose condi- 
tion had been previously evaluated by this 
technique had not only demonstrated a 
positive scan in the regions of obvious clin- 
ical involvement but the isotope had also 
outlined regions of tumor invasion in the 
subcutaneous and muscular tissues beyond 
the areas of overt disease (Fig 3). 

Treatment Course.—The patient received 
100-kv orthovoltage therapy to the scalp 
for a total dose of 2,700 rads in 14 treat- 
ment sessions. The lesions of the floor of 
the mouth, buecal mucosa and upper and 
lower lip received a total dose of 2,700 rads 
via a combination of 100-kv orthovoltage 
and cobalt 60 teletherapy. No substantial 
tumor shrinkage was observed and an ad- 
ditional 1,700 rads was delivered to the up- 
per and lower lip. At this point a new le- 
sion was noted in the distal part of the 
right forearm and this area received 2,100 
rads via cobalt 60 teletherapy. No substan- 
tial regression of the disease was noted in 
any of the treated areas. The skin nodules 
seemed quite radioresistant as opposed to 
the usual response seen in Kaposi sar- 
coma.’ 

Approximately two months after com- 
pletion of the treatment, the patient died 
at another institution. Necropsy revealed 
diffuse (visceral) involvement by renal cell 








cal appearing cells with a highly vascular stroma; these areas were suggestive of Kaposi 


sarcoma. 


carcinoma and no evidence of Kaposi sar- 
coma. 


COMMENT 


Skin metastases take place in 3% to 
4% of cases involving malignant tu- 
mors, the most frequent primary sites 
being breast, lung, and kidney. 
Although carcinoma of the renal pa- 
renchyma makes up only 2% of neo- 


plasms, it accounts for one out of ten 
dermal metastases.'^ Furthermore, 
renal tumors uniquely give rise to 
solitary skin metastases* that oc- 
cur six to ten years after treatment 
of the primary tumor.’ Conversely, 
dermal metastases may precede dis- 
covery of the primary lesicn.** Meta- 
static deposits in the skin generally 
present as firm subcutaneous or intra- 


Fig 3.—Left, Sodium pertechnetate Tc 99m scan from a patient with Kaposi sarcoma, demonstrating increased radioactivity in both 
feet, which was more prominent on left; radioisotopic involvement was well beyond limits of clinically evident disease. Right, Sodium 
pertechnetate Tc 99m scan demonstrating homogenous isotope uptake in patient with no abnormalities of extremities. 
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dermal noduies thzt are conspicuously 
vascular, range in color from pink to 
brown-black, and Dear a close resem- 
blance to granuloma telangiectaticum 
or, as in this case Kaposi sarcoma.*^^ 
The diagnosis of these lesions de- 
pends on tissue e-amination. Indeed, 
diagnostic radiographic studies using 
soft tissue techniques and angiogra- 
beea very successful in 
g the subdermal depos- 
nor nave they provided 
necessary for accurate 
planning of large field radiotherapy. 
Recent reports o studies using the 
isotopes gum 6^, fluoride 18, stron- 
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tium 85 and our findings with sodium 
pertechnetate Te 99m suggest that 
radionuclide scanning may soon prove 
to be the most efficient method of 
demonstrating soft tissue deposits.'^ 

The uptake and increased concen- 
tration of isotope in the diseased 
areas in our patients with Kaposi sar- 
coma was not surprising keeping in 
mind that the tumor contains many 
vascular channels and has a slowed 
circulation time.? It is therefore amen- 
able to diagnosis by any isotope that 
remains in the blood pool for a rea- 
sonable period and has the physical 
properties necessary for scanning 
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techniques. Renal dermal metastases 
do not exhibit the vascular character- 
istics necessary for scanning with ra- 
dionuclides that remain blood-borne. 
We have used a new technique em- 
ploying sodium pertechnetate Tc 99m 
in the diagnosis and treatment plan- 
ning of Kaposi sarcoma. To date, 
there have been no false-positive or 
false-negative results with this tech- 
nique. In our case, a negative scan 
was the clue to the false diagnosis of 
Kaposi sarcoma and should have led 
to a more thorcugh search for the un- 
suspected primary malignant tumor. 


correlation of Galium and skeletal whole bedy 
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sarcoma. Radiology 110:597-603, 1974. 

&. Rosenfeld N, Trevent S: Osseous and ex- 
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Microcytotoxicity 


and Serum Blocking Factors 


in Malignant Melanoma and Halo Nevus 


Henry H. Roenigk, Jr., MD; Sharad D. Deodhar, MD, PhD; John A. Krebs, MD; Barbara Barna, MS 


Microcytotoxicity assays of patients 
with malignant melanoma and halo nevi 
were performed. No good correlation 
could be found between percent cell inhi- 
bition and histopathological level of mela- 
noma or the clinical staging. The percent 
cell inhibition was usually an index of 
response to vaccinia virus immunother- 
apy. Actively regressing halo nevi showed 
high levels of percent cell inhibition, 
whereas inactive halo nevi had low levels 
of percent cell inhibition and blocking 
factor. Immunologic reactivity to mela- 
noma cells may be a common feature of 
melanoma and halo nevus. 


^ sot col antigens have been 
reported in numerous human ne- 
oplasms including malignant melano- 
ma.'? Melanoma antigens are of two 
types: cell surface membrane antigens 
and cytoplasmic antigens. Only cell 
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surface membrane antigen would be 
likely to elicit a reaction that 
influences tumor growth, since both 
cell-mediated and humoral immunity 
can kill eells only by reaction with 
accessible antigens. These antigens 
can stimulate the production of both 
cellular and humoral immunity that 
may be cytotoxic to melanoma cells. 

Lewis et al? and Morton et al' have 
used the immunofluorescent staining 
technique primarily to evaluate hu- 
moral antibodies in malignant mela- 
noma. Hellstróm et al* have used a 
microcytotoxicity assay to evaluate 
cell-mediated immunity against ma- 
lignant melanoma. 

We have used both techniques in 
our studies of malignant melanoma 
and related disorders but mostly have 
employed the microcytotoxicity tech- 
nique. 

Microcytotoxicity studies have been 
used by us to evaluate malignant 
melanoma in various clinical stages of 
dissemination, correlation with histo- 
pathologieal levels of invasion of 
melanoma, and as a potential tool to 
evaluate prognosis of patients treated 
by vaecinia virus immunotherapy, 


BCG immunotherapy, and transfer 
factor therapy for metastatic mela- 
noma. Because of the possible associa- 
tion of halo nevus with malignant 
melanoma, we have explored this 
entity with the  microcytotoxicity 
technique. 


METHODS 


Studies of tumor immunity were per- 
formed by the cell inhibition (microcyto- 
toxicity) assay described by Heilstróm et 
al* with slight modifications. Target cells 
were derived from melanoma cell lines 
grown in vitro in tissue culture. Thus, in 
every test the target cells were allogeneic 
with respect to the patients’ lymphocytes. 
Approximately 100 cells were seeded in-o 
each well of a microtest plate (Faleon 3400), 
and on the following day, the cells were 
exposed to a combination of blood lympho- 
cytes and sera from patients and controls. 
All combinations were tested in six to eight 
replicate wells. Lymphocytes were ob- 
tained from heparinized peripheral blood 
by the Isopaque-Ficoll method of Bóyum.* 
Sera were inactivated at 56° for 3) minutes 
and diluted 1:5 for testing. Target cells 
were incubated with diluted sera prior to 
addition of 1 x 10° lymphocytes per well. 
After a 40-hour incubation peried, plates 
were stained with crystal vielet, and 
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surviving target cells were counted by 
microscopic examination. Controls includ- 
ed lymphocytes from a normal individual 
(previously tested and known to be unreac- 
tive) reacting with the same melanoma 
target cells and patient lymphocytes react- 
ing with normal human fibroblasts and 
also with different malignant tumor-cell 
lines (ie, renal cell carcinoma). 

Reduction of surviving target cells in the 
presence of lymphocytes or serum alone as 
compared to target cell number in control 
wells was expressed as percent cell inhibi- 
tion due to lymphocyte or serum cytotoxic- 
ity. Serum blocking factor was determined 
by comparing the percent cell inhibition of 
known reactive (from a previously tested 
patient) lymphocytes in the presence of 
normal serum with that in the presence of 
the patient’s serum. The difference was 
expressed as percent blocking and indi- 
cated that the presence of test serum abro- 
gated lymphocyte killing of target cells. 

All data were placed into a computer and 
the average, mean, standard deviation, and 
standard error were determined. The 
results expressed as percent cell inhibition 
or percent blocking were obtained at P 


Fig 2.—Comparison of percent cell inhi- 
bition in melanoma with clinical stages. 


values of <.01 when compared with appre- 
priate controls. 

Techniques used for the demonstration 
of cytoplasmic antigen in melanoma celis 
and detection of humoral antibodies in- 
volved indirect immunofluorescent tests 
using either fresh, surgically removed 
malignant melanoma’ or malignant mela- 
noma cells from tissue culture as described 
by Lewis.’ 


RESULTS 


During 1971 and 1972, 41 patients 
with melanoma were tested by the 
microcytotoxicity assay. During 1973 
and 1974, 45 assays in melanoma 
patients and 47 assays in normal 
controls were performed. The mean 
cell inhibition for normal controls was 
26.4%. The mean cell inhibition for all 
melanoma patients was 51.2%. 

If one compares the number of 
melanoma and control patients (tested 
in 1973-1974) at cytotoxicity levels 
greater than 40% cell inhibition, there 
were 32 of 45 (71.1%) with melanoma 
and 16 of 47 (34.0%) normal subjeets 
(Fig 1); this is a significant difference 
(P < .001). For the same comparison 
at levels greater than 50% cell inhibi- 


Table 1.—Correlation of Percent Cell Inhibition and Serum Blocking 
Factor in Metastatic Melanoma 


Date 
May 1970 
July 1971 
March 1972 
October 1972 
January 1973 
May 1973 


Remission 
Remission 


Clinical Course 
Excision primary melanoma 
Excision local recurrence 
Local recurrence, stage II 


% Cell 


Inhibition Blocking 


Local recurrence, stage II 


Vaccinia virus therapy begun 


August 1973 Vaccinia virus therapy % 0 (Arming) 


November 1973 Remission 


Table 2.—Correlation of Percent Cell Inhibition and Serum Blocking Factor 
In Metastatic Melanoma Treated With Vaccinia Virus Immunotherapy 


Status of % Cell Melanoma Cell Cytoplasmic 
Halo Nevus Inhibition % Blocking Immunofluorescence 
Regressing 93% + 
? Regressing 90% 85% 0 
Regressing 65% + 
Regressing 38% T 
Regressing 36% 0 
Regressing 33% 0 
Persists 21% T 
Persists 21% 0 
Persists 12% 0 
Persists 11% 0 
Persists 5% + 
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tion, there were 22 of 45 (48.9%) with 
melanoma and 11 of 47 (23.4%) normal 
subjects, which is also significant 
(P < .001). 

There were three of six patients 
tested with melanoma who cross- 
reacted with sarcoma tumor culture 
cells and who produced cell inhibition 
greater than 40%. There were four of 
11 patients tested with renal cell carci- 
noma culture cells who had cell inhibi- 
tion greater than 40%. 


Clinicohistopathological 
Correlation 


All melanomas tested from 1971 to 
1974 were evaluated as to clinical 
stage, histopathological level of initial 
lesion, and clinical appearance (Fig 2 
through 4). A total of 65 tumors were 
evaluated. There was a wide range of 
percent cell inhibition and clinical 
stage, histopathological level, and clin- 
ical appearance. 


Vaccinia Virus 
Immunotherapy 


Six patients with metastatic mela- 
noma were followed up with repeated 
microcytotoxicity assays during the 
course of their therapy. An example of 
one patient is presented in Table 1. 


Halo Nevus 


Eleven patients with halo nevus 
were studied by both the microcyto- 
toxicity assay and indirect immuno- 
fluorescent techniques. Six patients in 
whom the central nevus was actively 
regressing had greatly elevated cell 
inhibition (33% to 9375) (Table 2), Five 
patients in whom the nevus and halo 
persisted unchanged had cell inhibi- 
tion in the range of control patients 
(5% to 22%) (Table 2). The patients 
with clinically nonregressing nevus 
had noticeable amounts of serum 
blocking factor (81% to 100%) (Fig 5). 
Serum cytotoxicity was detected in 
five of ten patients (22% to 37%). 
Humoral antibodies studied by immu- 
nofluorescence were detected in five 
of the 11 patients with halo nevus. 


COMMENT 


Malignant melanomas are among 
those human neoplasms most studied 
with respect to cellular and humoral 
immune reactions against tumor-asso- 
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ciated antigens.'^^** Lymphocytes 
from tumor-bearing patients can in- 
hibit or destroy melanoma cells in 
vitro. The microcytotoxicity assay 
developed by Hellstrém et al? uses 
tissue culture-grown melanoma cells 
that are then exposed to lymphocytes 
from patients with melanoma (or 
from controls) and to serum to be 
tested for blocking activity (ie, the 
ability to abrogate target cell destruc- 
tion by specifically sensitized lympho- 
cytes). Normal cells from the donors of 
the tumors were used in parallel to 
check for nonspecific cytotoxicity and 
for immunity to normal alloantigens. 
Using this technique during the 
past three years in a large series of 
melanoma patients, we have been able 
to demonstrate lymphocytes cytotoxic 
to cultured melanoma cells and serum 
with blocking activity. Recently, Hell- 
ström and Hellström” and others" 
have attempted to correlate these in 
vitro tests with the course of patients 
with malignant melanoma.  Cell- 
mediated immunity as detected by 
percent cell inhibition is found in 
large amounts in patients with stable 
disease. Patients with advanced mela- 
noma were less reactive than were 
patients with a small tumor load. The 
percent cell inhibition may be lost 
with rapidly spreading disease and is 
frequently lost before death. There is 
a higher incidence of blocking factor 
in patients with advanced disease 
than in patients who are tumor-free. 
Patients free of melanoma often have 
sera that have an "unblocking" activi- 
ty in vitro, ie, sera that can abrogate 
the blocking effect of serum from 
patients with metastatic melanoma. 
Our results tend to confirm the 
finding of Hellstróm and Hellstróm of 
a higher percent cell inhibition in 
patients with melanoma compared 
with the controls. Many of our controls 
were from technicians, physicians, 
and nurses working with melanomas, 
and therefore the true percent cell 
inhibition in normal subjects may be 
lower than our data suggest. 
Takasugi and Teraskai'? have ques- 
tioned the specificity of the microcy- 
totoxicity assay developed by Hell- 
stróm and Hellstróm. Indeed, we did 
find several patients with malignant 
melanoma in our series that showed 
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HISTOPATHOLOGICAL LEVEL 


Fig 3.—Comparison of percer: cell inhi- 
bition in melanoma with histopatholocical 
level. 


Fig 4.—Comparison of percent cell inhi- 
bition in melanoma with clinical appear- 
ance. 
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Fig 5.—Comparison of percent cell inhi- 
bition in patients with halo nevus (regres- 
sing and persisting) and normal controls 
scoring greater than 40% cell inhibition 
against melanoma target cells. 
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cytotoxicity to other tumors such as 
rena. cell carcimoma, squamous cell 
carcinomas, and sarcomas. 


Histopathological 
Cor-elation 


Clark et al and others'*'* have 
established that the depth of histolog- 
ical mvasion of malignant melanoma 
correlates well with prognosis. The 
histopathological levels are (1) tumor 
confined the epidermis (intra- 
epidermal level); (2) tumor invading 
the papillary layer but not extending 
to the reticular layer (papillary- 
dermis level); ( tumor filling and 
expanding the papillary layer and 
impinging on the interface between 
the papillary and reticular layers but 
not invading the neticular layer (papil- 
lary-reticular-interface level); (4) tu- 
mor penetrating into the reticular 
layer of the dermis (reticular-dermis 
level); and (5) tumor invading the 
hypoderm (subcu:aneous-fat level). 

We have attempted to correlate the 
histopatholegical level of 65 patients 
with malignant melanoma who had 
miereeytotoxicity studies performed 
(unpublished datz). In general, there 
was a digit higner percent cell inhi- 
bition in those tumors with deeper 
invasion into the dermis (histopatho- 
logical levels 3, 4, and 5). Perhaps 
deeper penetration is necessary to 
stimulate cell-mediated immunity. 
However, superfiaal melanomas (his- 
topathologieal levels 1 and 2) histolog- 
ically very often have a dense lympho- 
cytiec inflammation beneath the mela- 
noma in the upper dermis. Although 
superticial melanemas have a better 
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prognosis, there was no noticeable 
increase in percent cell inhibition in 
this group as compared to other 
deeper histopathological levels. 


Clinical Stage 
of Melanoma 


The clinical staging of the extent of 
a malignant melanoma is valuable in 
deciding the need for chemotherapy 
or immunotherapy and in comparing 
results of therapy. The usual classifi- 
cations of malignant melanoma are as 
follows: stage I, primary tumor re- 
moved without regional metastasis; 
stage Il, local recurrence with or 
without regional lymph node metasta- 
sis; and stage III, disseminated me- 
tastasis of melanoma. 

De Vries and Rumke" found no 
correlation between the presence of 
cytotoxic lymphocytes and the stage 
of the disease. Byrne et al'' found that 
patients with stage I disease had 
constant elevated cell inhibition be- 
tween 31.1% and 92.2%. Patients with 
disease stages II and III also had 
elevated cell inhibition, but this 
decreased with advancing disease and 
became negative during the terminal 
stages of melanoma. Serum blocking 
factor was usually not detectable in 
stage I but was present in stages II 
and III and with advancing disease. 
Our studies partially agree with those 
of Hellstróm and Hellstróm'^ and 
Byrne" and will be reported later in 
more detail with the histopathological 
level correlation. 


Vaccinia Virus 
Immunotherapy 


In 1966, Burdick" and Burdick and 
Hawk" reported prolonged remission 
of metastatic melanoma after repeat- 
ed injections of vaccinia virus into 
cutaneous metastatic nodules of mela- 
noma. Recently, Roenigk et al” 
reviewed 20 cases of metastatic mela- 
noma treated with vaccinia virus im- 
munotherapy at the Cleveland Clinic 
during the past ten years. 

Six of these patients were studied 
extensively in recent years with the 
microcytotoxicity assay at various 
stages of treatment by immunother- 
apy. Details of their percent cell inhi- 
bition and serum blocking factors will 
be published later. In general, all the 





patients had high levels of percent cell 
inhibition, and levels generally in- 
creased with elinical response to 
vaccinia virus immunotherapy. 

Serum bloeking factor was not 
present in patients with remission 
from vaccinia virus immunotherapy, 
but it did develop in patients who did 
not respond to vaccinia virus and in 
patients in whom advancing disease 
developed. 

The mechanism of vaccinia virus in 
producing remission of metastatic 
melanoma is not completely under- 
stood. It may act by activation of 
specific immune mechanisms or re- 
flect a nonspecific, cytotoxic, inflam- 
matory reaction. Evidence from our 
work with vaccinia virus immuno- 
therapy supports the concept that 
vaccinia virus may activate the pro- 
duction of cell-mediated, cytotoxic 
immunity against melanoma cells. 


Transfer Factor 


Price et al” from Cleveland Clinic 
have reported on the use of transfer 
factor prepared from four patients 
who went into remission with vacinia 
virus immunotherapy. Increased per- 
cent cell inhibition was demonstrated 
in the patients receiving transfer 
factor, but there was no major remis- 
sion of their far-advanced metastatic 
melanoma. 


Halo Nevus 


Sutton? comed the term “leuko- 
derma acquisitum centrifugum" to de- 
scribe the cutaneous tumor that is 
centrally placed, usually pigmented, 
and surreunded by an acquired zone of 
depigmentaticn. These lesions are 
commonly referred to as “halo nevus”; 
usually the lesion is destroyed and the 
area is repigmented. 

Kopf et al? and Wayte and Helwig” 
have studied halo nevi. They pointed 
out that the phenomenon of peritu- 
moral leukoderma can occur in rela- 
tionship to a broad spectrum of 
benign and malignant neuroectoder- 
mally derived lesions including nevus 
cell nevus, neuroid nevus, blue nevus, 
neurofibroma, and malignant mela- 
noma. Kopf et al" reported cases of 
malignant melanoma in patients who 
had peritumoral leukoderma around 
the primary melanoma, the metastatic 
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melanoma, or both. We have seen a 
similar phenomenon in several of our 
patients. Kopf et al" were unable to 
demonstrate any positive direct im- 


munofluorescence in six halo nevi 
studied or in specimens taken from 
metastatic malignant melanoma 
showing leukodermatous halos. 

The association of the halo phenom- 
enon and malignant melanoma has 
been mentioned in the literature. 
Kopf et al? and Shapiro and Kopf” 
reported the case of a 9-year-old girl 
who died of a presumed malignant 
melanoma that arose from a pigment- 
ed tumor on the shoulder with a halo. 
Sumner” reported the case of a 
woman who had a mole on her ankle 
that became infected and dropped off, 
leaving an area of depigmentation 
three years before the development of 
disseminated malignant melanoma. 
Leukoderma developed at the sites of 
metastasis. 

Das Gupta et al reviewed 992 
histologically proved cases of malig- 
nant melanoma and found two pa- 
tients in whom primary sites of the 
malignant melanoma clinically had 
patches of leukoderma. Histologic 
examination of these depigmented 
spots demonstrated focal melano- 
phages and minimal chronic inflam- 
matory infiltrate but no tumor cells. 
We have found a similar histological 
picture in patients with metastatic 
melanoma after regression of cuta- 
neous nodules from vaccinia virus 
immunotherapy and leaving only 
some bluish pigment in the dermis 
with a clinically surrounding halo.'* 
There have been several reports of 
leukoderma developing at sites of 
metastasis of melanoma." Bur- 
dick and Hawk’: reported an early 
case of a patient treated successfully 
with vaecinia virus immunotherapy 
that developed distant inflammatory 
reaction and subsequent leukoderma 
after regression of metastatic malig- 
nant melanoma. 

Rohdenburg? in 1927 suggested 
that the phenomenon of halo nevus 
represented an antigen-antibody 
reaction. Stegmaier" and Stegmaier 
et al proposed that the nevus cells 
produce an antigen that initiates a 
delayed hypersensitivity reaction re- 
sulting in lymphocytic migration into 
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the nevus. 

Epstein et al" recently reported 
five cases of primary malignant mela- 
noma; multiple halo nevi developed 
after the removal of the melanoma. 
Their patients demonstrated good or 
even increased cellular immunity as 
determined by skin test reactivity. All 
four cases demonstrated cellular im- 
munity to melanoma antigens in at 
least one of the in vitro tests (lympho- 
cyte stimulation, migration inhibitory 
factor production, or rosette-forming 
lymphocytes). Microcytotoxicity assay 
was done on one patient, but no cyto- 
toxic antibodies were found. 

Lewis and Copeman“ and Copeman 
et al' reported positive circulating 
antibodies in patients with halo nevus 
against the cytoplasmic antigen of 
malignant melanoma cells by indirect 
immunofluorescence microscopy. 
They found humoral antibodies in 15 
of 23 patients studied with halo nevi. 
Humoral antibodies were not found in 
patients after excision of the halo 
nevus or in patients in whom the nevi 
were resolved or present for many 
years and appeared to be inactive. 
Using the technique of Lewis and 
Copeman,* we were able to demon- 
strate humoral antibodies in five of 11 
patients with halo nevi (Table 2). 

Our studies on 11 patients with halo 
nevi show that cellular cytotoxicity 
against melanoma cells may be more 
important than humoral antibodies. 
The microcytotoxicity test showed 
some cellular inhibition in all patients 
with halo nevi. The patients with 
active recent onset of their halo nevi 
had high levels of percent cell inhibi- 
tion. Those with long-standing and 
inactive halo nevi tended to have 
lower levels of percent cell inhibition 
and in several of these patients 
blocking antibodies had developed 
(Table 2 and Fig 5). 

Many theories have been proposed 
for the mechanism behind the devel- 
opment and destruction of halo nevi. 
The observation that normal nevi tend 
to be very prolific during the second 
decade of life but tend to vanish in 
later decades could be explained on 
the basis of the mechanism involved in 
halo nevus phenomenon. The fact that 
a benign melanocytic tumor is de- 
stroyed by some mechanism within 


the body is important to understand, 
expecially in relationship to natural 
defense mechanisms against a malig- 
nant tumor such as melanoma. 

Jacobs et al^ have shown that the 
“lymphocyte-like” cells replacing the 
nevus are antigenetically activated 
lymphocytes. In association with this 
lymphocytic infiltration is a massive 
cytoplasmic vacuolar degeneration of 
nevus cells, thus explaining their 
disappearance through lymphocyte- 
associated destruction. The cell-me- 
diated immunity that may be the 
same as found in patients with mela- 
noma may therefore be transferred to 
the nevus and destroy not only the 
nevus but surrounding melanocytes. 
It then disappears, as do the lympho- 
cytes, when the destruction of the 
tumor is complete and blocking anti- 
bodies develop. 

As previously stated, there is ev:- 
dence to suggest that this same 
phenomenon of development of cell- 
mediated cytotoxicity and some hu- 
moral cytotoxicity develops in malig- 
nant melanomas. Late in the disease, 
when the tumor is widely dissemi- 
nated, the cellular cytotoxicity disap- 
pears and blocking antibodies devel- 
op. 
The fact that halos will develop 
around primary melanomas, meta- 
static melanoma, and around normal 
nevi after excision of the primary 
melanoma suggests that the same 
immunological process that occurs in 
halo nevi also occurs in patients with 
malignant melanoma. Copeman et al* 
have postulated that the phenomenon 
in benign halo nevus may be a mani- 
festation of a seldom-seen interim 
stage of rejection of an early malig- 
nant melanoma arising from such a 
nevus but that to all other clinical and 
histopathological appearances seems 
to be benign. 

The halo nevus may be just an exaz- 
gerated form of a natural protective 
mechanism in which the whole nevus 
tumor mass is rejected. In malignant 
melanoma, this may not be possible, 
especially in the late stages, because 
of the large mass of tumor needed to 
be destroyed and the development of 
blocking antibodies that prevent the 
cell-mediated cytotoxicity from de- 
stroying melanoma cells. 
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Contact Urticaria Syndrome 


Contact Urticaria to Diethyltoluamide 
(Immediate-Type Hypersensitivity) 


Howard I. Maibach, MD, Howard L. Johnson, PhD 


Contact urticaria refers to a wheal-and- 
flare response occurring on the appli- 
cation of chemicals to intact skin. 

Standard closed patch tests read at 48 
hours after application yield misleading 
information; observations should be made 
instead using open patch tests 15 to 30 
minutes after application. 

There are three major subdivisions of 
the syndrome: nonimmunologic cause 
(such as application of histamine), immu- 
nologic cause (immediate hypersensi- 
tivity), and uncertain cause (such as ap- 


hen patients complain of chemi- 

cally induced rashes, the phy- 

sician generally considers either irri- 
tant dermatitis (nonimmunologic) or 
allergic contact dermatitis (delayed 
hypersensitivity) as a possible cause. 
Our patient had an immediate hy- 
persensitivity reaction to a commonly 
used insect  repellent—diethyltolu- 
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plication of ammonium persulfate). Our 
patient had contact urticaria due to the in- 
sect repellent, diethyltoluamide. The ex- 
perimental data suggest that this case 
was due to an immunologic response (im- 
mediate hypersensitivity) and demarcates 
the specificity of response. 

The immunologically mediated cases 
cover a broad spectrum of manifestations 
from contact urticaria only to local urti- 
caria plus asthma and, in extreme sensi- 
tivity, includes anaphylactoid responses. 


amide. Since a variety of similar reac- 
tions are not clarified in the litera- 
ture, we have tentatively classified 
several types of contact urticaria. 


PATIENT AND METHODS 
Patient 


A 35-year-old woman was referred for 
investigation of presumed allergy to insect 
repellents. 

The patient's husband's vocation as a ge- 
ologist led the family to frequent camping 
in mosquito-infested areas. To avoid insect 
bites, which produced noticeable, immedi- 
ate and delayed reactions, she prophylac- 
tically applied commercial insect repel- 
lents. 

About 30 minutes after application of 
the repellent, she noted a "red, raised le- 
sion" that cleared when the repellent was 
removed by washing. During a period of 





four summers, she had intermi:tently re- 
peated this self-experimentation, with a 
similar result. 

Two findings of interest, but of unknown 
relevance at present, were a history of 
allergie contact dermatitis (with positive 
patch tests) to benzocaine and episodes of 
tetany after intravenous administration of 
chlorpromazine and prochlorperazine. 


Patch Testing 


Occlusive Patch Tests.—As we were un- 
aware of other cases of contact urticaria 
from such compounds, we applied occlusive 
patch tests with several commercial insect 
repellents and the screening set of chem- 
icals of the International Contact Derma- 
titis Research Group.' Readings for de- 
layed hypersensitivity at two and four 
days after application showed n» evidence 
of dermatitis to the tested materials, with 
the exception of benzocaine. 

When told of the negative patch tests, 
the patient protested and stated that her 
rash occurred within minutes of exposure, 
not days later. We then performed tests 
for immediate sensitivity. 

Open Patch Tests.—Since the patient had 
used several commercial brands of insect 
repellent and believed that all produced 
the cutaneous reaction, we applied several 
of these compounds as open patch tests. 
Approximately 0.1 ml of each substance 
was spread with a glass rod on the ventral 
part of the forearm. Within 20 minutes, a 
macular erythema appeared in « follicular 
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pattern; this evolved into a wheal-and- 
flare response. The perpheral areas of the 
lesion had a noticeable perifollicular com- 
ponent, but for the most part, the lesion 
was confluent. 

Pure samples of several insect repel- 
lents, ineluding diethyltoluamide, dime 
thylphthalate, and bwopyronoxyl (Inda- 
lone) were placed on the forearm. Only 


diethyltomamide prodaced a positive re- 
sponse. Two commercial manufacturers of 
diethyltomamide-contaning repellents 
provided samples of dethyltoluamide and 


all other compenents of their marketed 
product. Again, only d=thyltoluamide pro- 
duced a whealeand-flare response when 


these componer  wese applied by open 
patch test. 
Specificity of Response 
To determine the mc ecular specificity of 


the response, pure samples of diethylto- 
luamide analogs and related materials 
were prepared or purchased. Compounds 
XVI to XVIII were Figure) purchased 
from the manufacturer. Diethyltoluamide 
(primarily the meta-isemer, but containing 
some para-isomer as »stimated by vapor 
phase caromatograpby) was also pur- 
chased from the manufacturer. Com- 
pounds I: to XV were »repared by reaction 
of the appropriate aced chloride with the 
appropriate secondary-amine and were pu- 
rified by vacuum distilation by a published 
method.” 

Test results with tl» 18 compounds ex- 
amined eo not allow 2 complete definition 
of the structural basis of sensitivity in this 
patient. However, the results do provide 
some indications of s-ructural specificity. 
For example, it appears that the presence 
or absence of immunogic reactivity is re- 
lated to the nature and position of sub- 
stituents on the bensene ring. Further- 
more, the benzey! mosty is necessary for 
activity (since compsunds VI, X, and 
XVIII were inactive) out not sufficient by 
itself simee benzaldeh-de (XVI) was inac- 
tive. | 


Specificity tive 3 positional isomer- 
ism was evident since the paraisomer of 
diethylteluamide was inactive (compound 


VII); however, the ortho- and meta-fluoro 
isomers were both act-ve (compounds XIII 
and XV}. Furthermere, while halogens 
could substitute for meta-methyl (com- 
pounds XII, XIII, «nd XIV), the tri- 
fluoromethyl | up eculd not do so (com- 
pound IT). Complete substitution of the 
ring wits fluorine (compound XI) abolished 
activity. Because of tbe latter fact and be- 
cause of the inactivating effect of meta-tri- 
fluoromethy!, it was mt possible to assess 
the specificity ef substitution on nitrogen 
(compounds |! to V). Similarly, the effect 
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of a larger ring-alkyl substituent, such as 
tertiary butyl (compound VIII), could not 
be defined since para-substitution resulted 
in inactivation. 

The retention of activity in both orth- 
and meta-fluoro analogs coupled with the 
lack of activity in both the pentafluoro and 
para-alkyl analogs prompts one to question 
whether immunologic reactivity may de- 
pend upon metabolic reaction (eg, hydrox- 
ylation) at the unsubstituted para-posi- 
tion. Such a speculation is consistent with 
the inactivity of the meta-trifluoromethyl 
analog since this group would have a much 
greater deactivating effect on the para-po- 
sition than would meta-halogen substitu- 
tion. 


Additional Studies 


Passive Transfer.—Passive transfer was 
accomplished by injecting 0.1 ml of freshly 
obtained sera from the patient into the 
forearm of two adult volunteers. Twenty- 
four hours later, we applied 0.1 ml of 
diethyltoluamide to the injection site and a 
contralateral saline control site. A wheal- 
and-flare response occurred at the test site 
but not at the saline control site. We did 
not have the opportunity to determine if 
the lesion eontained material was IgE. 

Compound 48-80.—Compound 48-30 was 
diluted to 0.05 mg/ml and 0.1 ml injected 
intradermally into the patient's forearm. 
A wheal and flare were noted. The site was 
reinjected two more times at eight-hour in- 
tervals. There was no response to com- 
pound 48-80 from the third injection. At 
that time, diethyltoluamide was applied to 
the injected site and to a contralateral con- 
trol site. A typical urticarial response oc- 
curred at the control site but not at the in- 
jected site. This suggests that the observed 
response may in part have been mediated 
by histamine. 

Other Blocking Agents.—Atropine (0.1 ml 
of a 1:1,000 solution), and lidocaine (0.1 ml 
of a 1:100 solution) were injected intra- 
dermally in the forearm of the patient to 
determine if a cholinergic mechanism 
might be involved. Neither compound 
blocked the urticarial response to the ap- 
plieation of diethyltoluamide. Chlorpheni- 
ramine (0.1 ml of a 1:1,000 solution) 
slightly diminished but did not abolish the 
response. Intradermally injected diphen- 
hydramine (0.4 ml of a 1:100 solution) 
did not block the response. We did not 
study the effect of B-adrenergic blocking 
agents or antihistamines with antiaminic 
properties, such as thiaxanthene. 


COMMENT 


Our pazient had an annoying rash 
that occurred after application of 
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commercial insect repellents. After 
our false start of patch testing for de- 
layed hypersensitivity (with negative 
results), we applied the repellents to 
intact skin, eliciting a wheal-and- 
flare response within 20 minutes. Ex- 
amination of the commercial products 
used showed that one chemical, di- 
ethyltoluamide, was the common de- 
nominator. Testing with pure sam- 
ples of diethyltoluamide, but not with 
other common repellents, gave a sim- 
ilar wheal-and-flare response. Struc- 
ture function studies with diethyl- 
toluamide analogs with the related 
chemicals demonstrated that this pa- 
tient discerned between closely-re- 
lated analogs, as less related analogs 
did not produce a wheal-and-flare re- 
sponse. The response was passively 
transferred, suggesting there was a 
possible immunologic mechanism. 


Types of Contact Urticaria 


The Fisher and Adams textbooks** 
give descriptions of contact urticaria. 
There are at least three major subdi- 
visions of contact urticaria (Table 1): 
nonimmunologic, immunologic, and 
those of uncertain mechanism. 

Type A—Nonimmunologic Mecha- 
nisms.—The first type of mechanism is 
believed to be on a nonimmunologic 
basis. Examples of this occur after 
topical application of thurfyl nico- 
tinate (Trafuril), dimethyl sulfoxide, 
and histamine-free base. Certain 
plants, including the nettles, and ar- 
thropods, such as certain caterpillars, 
release histamine and other vasoac- 
tive substances that cause urticaria.’ 
This is the most frequent type of con- 
tact urticaria. 

Type B—Immunologic Mechanisms.— 
Our patient appears to have con- 
tact urticaria by an immunologie 
mechanism. Several aspects support 
the concept of such an immunologie 
mechanism: specificity of molecular 
configuration of the diethyltoluamide 
analogs that produce the lesion, rare 
occurrence (this is the only recorded 
example for diethyltoluamide), anc 
successful passive transfer, which is 
also considered a stigma of an immu- 
nologic mechanism. 

Type C-Uncertain Mechanisms.— 
Ammonium persulfate has been usec 
in hair bleaches because of its poten: 
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Structure-activity relationships of diethyltoluamide-related 
structures. Compounds producing contact urticaria in the patient 
have a plus ( + ); those failing to produce contact urticaria have a 
minus (—). See text for details of preparation. The names of the 
compounds are as follows: 


1, N,N-diethyl-m-toluamide (DEET); Il, N-methyl-N’-[3,5-di(trifluoro- 
methyl)benzoyl]piperazine; Ill, N,N,N’-trimethyl-N’-(3-trifluoromethyl- 
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benzoyl)ethylenediamine; IV, N,N-diallylpentafluorobenzamide; V, 
N,N-di-n-propylpentafluorobenzamide; VI, N,N-diethyl-n-butyramide; 
VII, N,N-diethyl-p-toluamide; VIII, N,N-diethyl-p-(t-butyl)benzamide; 
IX, N,N-diethyl-m-trifluoromethylbenzamide; X, N,N-diethylcyclohex- 
anecarboxamide; XI, N,N-diethylpentafluorobenzamide; XII, N.N-di- 
ethyl-m-bromobenzamide; XIII, N,N-diethyl-m-fluorobenzamide; XIV, 
N,N-diethyl-m-iodobenzamide; XV, N,N-diethyl-o-fluorobenzamide; XVI, 
benzaldehyde; XVII, P-tolualdehyde; and XVIII, toluene. 
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Table 1.—Corract Urticaria 
Syndrome: Three Aajor Groups on 
Basis of Mechanism 












Type A—Nonimmunslogic mecha- 
nisms | 
Exposure to histamine (such as 

during imtradermal injection) 

Direct release of mediators 

Histamine-releasing agents (such 
as th nicetinate and 
dimethy!sulfexide) 

Arthropods, including caterpillars 

Plants (such assnettles) 

tontophoresis (che procedure can 
produce urticaria with isotonic 
saline-salutica only) 

Type B—lImrmunoloc:c mechanisms 
Contact urticaria əf immediate 

hypersensitivity type 
Contact-elicited assively- 
transferrable) eold and heat 
urticaria 
Cercarial dermati-is (swimmer's 
itch) 

Type C—Uncertain mechanisms 
Ammonium persu-fate 
Contact-elicited fonpassively- 

transfe e) eold and heat 
urticaria 


I" caused by 
Opuntia cactacsae 

























oxidizing power. Calnan and Shuster’ 
reported the cases of five hairdressers 
who developed generalized histamine- 
release reactions following use of hair 
bleach containing this chemical. The 
clinical picture varied from urticaria 
at the application site to that of a 
patient whose face became red and 
swollen and who lost consciousness. 
Factors that militate against an anti- 
body mechanism were the histories 
that some individuals reacted on 
what was believed to be their first ex- 
posure and, also, the finding of nega- 
tive passive transfer tests. A finding 
militating against the concept of 
direct histamine-liberation was the 
failure to produce similar lesions in 
control subjects. One can only state 
that ammonium persulfate may pro- 
duce a local urticarial and a general- 
ized histamine-type reaction, but that 
neither an immune nor a direct action 
can be proven at the moment. 
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Tentative Classification 
of Contact Urticaria 
of Immediate Hypersensitivity 


Type (Type B).—Contact urticaria 
caused by immediate hypersensitivity 
is briefly mentioned in several 
sources; a review of the case reports 
shows that usually there is no indexed 
title that can be identified as such. 

Urbach and Gottlieb’s’ textbook 
summarizes many individual author 
observations. All of these cases in- 
volved chemically undefined sub- 
stances. 

In discussing this diethyltoluamide- 
sensitive patient with dermatologists, 
we found that they described other 
unpublished cases that, although not 
completely worked-up, strongly sug- 
gest contact urticaria of the immedi- 
ate hypersensitivity type. The list of 
causative substances ineludes ba- 
nanas, toilet seats cleansed with mer- 


Table 2.—Contact Urticaria of Probable Immediate Hypersensitivity Type* 


Reference 


Patch 


Lesion Test 


Scratch 
Test 


Comment 


Potatoes ~ Cronint Urticaria 0 -+ Immediate dermatitis 
Potatoes Pearson? Urticaria 0 + PK test positive; scraping 
asthma potatoes produced decreased 


Potatoes 


aso m 


Hjorth 
Tharpe?’ 


Sulisobenzone Ramsay et al!? 
(benzophenene) 
Nail polish | Bonu and Zina 


Key"? 


Industrial — 
contactants 


Tetanus anti- 


toxin | 


Sneddon? 


Phenylmercuric Mathews 


propionate 
Streptomyc Levene and 


Withers!5 


Cetyl alcohol, 
steary! alcohol 


Gaul!6 


Estrogenic Cole et al" 


cream 


Daughters et al!? 


* NG indicates not even; ND, not done. 
t Written communication, December 1974. 
t Written communication, December 1974. 
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Patch test 
urticaria 
Patch test 
urticaria 
Localized 
edema 
Patch test 
urticaria 


Asthma 


Eyelid 
swelling 
Contact urticaria, 
asthma 


Contact urticaria, 
anaphylaxis 
with scratch 
test 


Dermatitis, 
eyelid 
swelling 

Urticaria at 
site and at 
cistant site 

Urticaria, 
anaphylactoid 
shock 
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ND 


ND 


a 


ND 


respiratory function 


May or may not be seen with 
delayed hypersensitivity 


In tolnaftate cream 
Sun screen; also allergic contact 
dermatitis 


Important discussion on relation 
to asthma 

intradermal 

Passive transfer 


Patient was nurse; successful 
hypersensitization 


Also delayed dermatitis 


Exact chemical responsible was 
not determined 


Diagnostic skin test also 
produced anaphylactoid shock 
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cury antiseptics, cinnamic aldehyde, 
sorbic acid, benzoic acid, and lemon. A 
partial review of the literature dis- 
closed numerous other cases described 
under different titles (Table 2). This 
surprisingly diverse list of etiologic 
agents unearthed from a handful of 
dermatologists suggests that contact 
urticaria of the immediate hyper- 
sensitivity type may be more common 
than has been realized. 

Review of the details of these cases 
reveals a broad spectra—from a wheal 
and flare to a similar response com- 
bined with an anaphylactoid reaction. 
The latter form is obviously of great- 
est danger to the patient. Presumably 
this represents a spectrum that is re- 
lated to degree of response rather 
than to separate mechanisms. 

For the sake of convenience, con- 
tact urticaria syndrome can be di- 
vided into four clinical stages with 
guideposts for each. 

Stage 1.—The examples summarized 
by Urbach and Gottlieb,’ those listed 
in Table 2, and our case of diethylto- 
luamide contact urticaria fit into this 
category. The urticarial response re- 
mained localized to the point of con- 
tact and had no distant clinical le- 
sions. 

Stage 2.- We know of no reported 
case of contact urticaria combined 
only with angioedema, but have listed 
this stage since we believe it highly 
likely that such a case will be noted in 
the future. 

Stage 3.-Stage 3 is characterized 
by contact urticaria and asthma. 
Mathews" extensively described a 
case in which a physician developed 


1, Wilkinson D, et al: Role of contact allergy 
in hand eczema. Trans St Johns Hosp Dermatol 
Soc 56:19-25, 1970. 

2. Johnson HL, Skinner WA, Skidmore D, et 
al: Topical mosquito repellents: II. Repellent po- 
tency and duration in ring-substituted N,N- 
dialkyl- and aminoalkylbenzamides. J Med Chem 
11:1265-1288, 1968. 

3. Fisher AA: Contact Dermatitis, ed 2. Phila- 
delphia, Lea & Febiger, 1973, pp 283-286. 

4. Adams RM: Occupational Contact Derma- 
titis. Philadelphia, JB Lippincott Co, 1969. 

5. Pilgrim RLC: Some properties of the New 
Zealand nettle, Urtica ferox. J Physiol 151:48-56, 
1959. 

6. Calnan C, Shuster S: Reactions to ammo- 
nium persulfate. Arch Dermatol 88:812-815, 1963. 
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asthma and urticaria at work. Exac- 
erbations were traced to hospital- 
laundered bed linens and uniforms. 
Sherlock Holmes-type detective activ- 
ity led Mathews to scratch test his pa- 
tient with phenylmercuric propionate 
present in an antibacterial fabric 
softener used in the hospital laundry. 
Seratch testing produced a wheal- 
and-flare response; provocative in- 
halation tests led to a substantial 
decrease in vital capacity and aus- 
cultatory evidence of asthma within 
five minutes. The patient’s sensitivity 
must have been extreme since the to- 
tal weight of chemical required to 
produce urticaria or asthma may have 
been in the nanogram range. 

The features of contact urticaria 
syndrome and asthma due to potatoes 
reported by Pearson* is summarized 
in Table 2. 

Stage 4.—Several case reports de- 
scribe this far end of the syndrome. 
Daughters et al'* recently presented a 
patient who developed an urticarial 
and anaphylactoid reaction after ex- 
tensive topical application of mechlor- 
ethamine hydrochloride. Reapplica- 
tion of mechlorethamine to a test 
area weeks later produced a wheal- 
and-flare response and an anaphylac- 
toid response. 

Daughters et al also reviewed the 
literature for reports of cases of 
anaphylactoid responses occurring af- 
ter patch testing. Unfortunately, in 
those cases the patch tests were not 
all checked at 20 minutes to deter- 
mine if a wheal-and-flare response oc- 
curred. 

Sneddon, and Levene and With- 
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ers record examples of anaphylaxis 
after intradermal testing to tetanus 
antitoxin and to streptomycin, re- 
spectively. Their observations sug- 
gest prudence in the investigation of 
such patients, even by application of 
compounds to intact skin. 

Relationship to Hand Eczema in the 
Atopic: A Speculation.—Since learning 
of contact urticaria syndrome, we 
have made lengthy interviews of 
some patients with hand eczema and 
atopy. It has been known for some 
time that certain atopics develop urti- 
carial lesions on contact with dog and 
cat saliva as well as foods, such as lob- 
ster. We have now seen several pa- 
tients who developed what we retro- 
spectively interpret as urticarial 
lesions. These urticarial lesions are 
then rubbed and scratched, even- 
tually leading to a chronic dermatitis. 
Although the mechanism of this form 
of contact urticaria is still undefined, 
we suspect that this sequenee may be 
of critical importance in the develop- 
ment of some cases of atopie hand ec- 
zema. 


This patient was studied through the courtesy 
of Dexter Hoke, MD, Mountain View, California. 


Nonproprietary Names 
and Trademarks of Drugs 


Chlorpromazine—Chlor-PZ, Cromedazine, 
Thorazine. 

Dimethyl sulfoxide—Demasorb, Demeso, 
Dromisol. 

Sulisobenzone—Cyasorb UV 284, Spectra- 
Sorb UV 284, Uval, Uvinul MS-40. 
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Double-Blind Comparison of Halcinonide 


and Betamethasone Valerate 


Use With Occlusive Dressings in Psoriasis Treatment 


Robert F. Clark, MD, Edmund R. Clement, MD 


In a aram paired-comparison 
study of the effectiveness of corticoste- 
roid creams used under occlusion for the 
treatment of moderate to severe psoriasis, 
a new drug, halcinonide cream, was 
supericr to  betamethasone  valerate 
cream, a steroid widely and effectively 
used for the ment of psoriasis. This 
supericrity was demonstrated in patients 
after beth one and two weeks of treat- 
ment. 


| 
| 
| 
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newly ereated drugs are 

under development, it is of 
interest not enly to investigate their 
effectiveness per se but also to 
compare them with presently avail- 
able drugs of known efficacy. Though 
it is appropriate that comparisons be 
made in all the usual modes of applica- 
tion, and for all indications, no one 
study can encompass every aspect of 
investigation of a new drug. In the 
present study, a new drug, halcinon- 
ide, is compared with a very effective 
established drug, betamethasone val- 
erate, for the treatment of psoriasis, 
with oeelusive dressings used in both 
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cases. In preliminary studies! utilizing 
both the human stripped-skin tech- 
nique of Wells? and the human vaso- 
constrictor assay described by McKen- 
zie and Stoughton,’ halcinonide had 
been shown to be as potent as betame- 
thasone valerate. 

It is generally believed that the use 
of occlusive dressings potentiates the 
effect of a topically applied corticoste- 
roid as much as 10 to 100 times, pre- 
sumably by increasing the absorption 
of the drug. With this optimization of 
effectiveness, however, differences 
between steroids, including those for- 
mulated in vehicles designed specifi- 
cally to enhance the activity of the 
steroid moiety, are believed by some 
investigators*^ to be minimized or 
masked. Shore and Shelly* have fur- 
ther suggested that occlusion of topical 
medications ean result in increased 
absorption of all ingredients, includ- 
ing those of the vehicle, and thus 
predispose the patient to allergic 
contact dermatitis. It would seem 
advisable, then, during investigations 
of a new corticosteroid, to evaluate the 
drug as used under occlusive dress- 
ings, with a watchful eye towards the 
possible production of undesirable 
side-effects by the dressing itself. It 
would also be of considerable :nterest 
to determine whether halcinonide and 
any comparison drug differ in effec- 
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tiveness when both are applied under 
occlusive dressings. 

Halcinonide is a doubly halogenated 
corticosteroid. Its chemical configura- 
tion is given in the Figure. It is 
formulated in a special propylene 
glycol base that has the properties of 
both a cream and an ointment. 


SUBJECTS AND METHODS 


Fifty-one patients were selected, each 
diagnosed as having moderate to severe 
psoriasis. Additionally, the patients exhib- 
ited bilateral lesions comparable in severi- 
ty and persistence. Two patients were 
excluded from the analysis of efficacy 
because major concomitant therapy had 
been used during the study. The 49 
patients ineluded in the analysis, 23 men 
and 26 women, ranged in age from 21 to 81 
years. Of the 49 cases, 27 were considered 
to be "moderate" with large thickened 
plaques and 22 were "severe" acute erythe- 
ma with pain or itehing. The purpose, study 
technique, and degree of risk were care- 
fully explained to all participants and their 
informed consent was obtained. 


Double-Blind Technique 


On entering the study, patients were 
assigned a number, and drug treatments 
were allotted according to a table of 
numbers that assured random distribution. 
The label on each tube of steroid cream 
indicated only the patient's assigned num- 
ber and the designation "right side" or 
"left side." A single 45-gm tube of each 
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drug was given to the patient at each 
visit. 

After a clinical monitor at the Squibb 
Institute for Medical Research had re- 
viewed the case reports for completeness, 
compliance with the protocol, and possible 
mandatory exclusion of patients, the code 
used for the tubes of cream was broken and 
the results were tabulated. 


Test and Comparison Drugs 


Halcinonide, 0.1% cream, was used as the 
test drug and betamethasone valerate, 
0.1% cream, was used as the comparison 
drug. 


Treatment Method 


Patients were instructed to apply a 
liberal amount of one medication at 
bedtime to the lesions on the left side of 
the body until they were completely 
covered, then cover the lesions with a thin 
pliable plastic film, large enough to extend 
beyond the borders of the affected area, 
and secure the edges of the film with 
masking tape. The patient then cleansed 
his/her hands thoroughly to insure that 
lesions on the right side of the body were 
not contaminated with the first medica- 
tion. The patient followed the same 
procedure for lesions on the right side of 
the body, applying the second medication. 
On awakening the next day, the plastic 
film was removed. In the morning and late 
afternoon, the patient applied the same 
medications to the respective lesions with- 
out the plastic film. 

There was no variation of the regimen 
from patient to patient. At each follow-up 
visit, the dosage applied by each patient 
was reviewed to verify that the plan had 
been adhered to. Throughout the course of 
treatment, no local or systemic medication 
was permitted that could conceivably 
affect the dermatosis, eg, corticosteroids, 
antihistamines, or antipruritic prepara- 
tions. Two patients were dropped from this 
study for this reason. For our purposes, an 
adequate test period was defined as two 
weeks. 


Evaluation 


Patients had evaluations performed be- 
fore therapy and after the first and second 
week of therapy by two independent ob- 
servers. 

Objective criteria for judging therapeu- 
tic response included decreases in erythe- 
ma, scaling, thickening, and edema. Sub- 
jective criteria were decreases in pruritus 
and burning. 

Comparative judgments between the 
responses were recorded as “superior” to 
denote a discernible difference in response, 
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Structural formula of halcinonide. 


Table 1.—Criteria of Evaluation 


Overall Response 


Excellent 75 to 100 


50 to 74 
25 to 49 


<25 


as “equal response” to denote no observ- 
able difference, and “neither” if neither 
side had responded during the first week or 
if, after improvement had been noted at 
the end of one week, the lesions on both 
sides reverted to pretreatment condition. 

At the end of treatment, separate overall 
evaluations of the therapeutic results 
obtained for each side were made on the 
basis of the entire period of therapy. 

Criteria for rating the comparative 
responses were the following: rapidity of 
onset of any therapeutic response; maxi- 
mum degree of improvement of lesions; 
and maintenance of response during the 
remainder of the treatment period. 

The overall evaluation of therapeutic 
responses was recorded as “excellent,” 
“good,” “fair,” or “poor,” based on rapidity 
and completeness of the therapeutic 
response, taking into consideration the 
initial severity of the disease. 

The criteria of evaluation are defined in 
Table 1. 


RESULTS 


After one week of treatment, direct 
comparison (Table 2) of the two drugs 
showed the response of lesions on the 


% Improvement 





Cleared or essentially cleared, 
including those cases with 
residual erythema, but no 
scaling and little or no 


thickening 


Substantial, easily perceived 
improvement 


Some discernible improvement 
(in at least one variable) 


No noticeable improvement 
or worsening 


halcinonide-treated side to be superior 
in 19 of 49 cases; the response to beta- 
methasone valerate was superior :n 8 
cases; the two drugs were judged 
equal in effectiveness in 20 cases; and 
there were two patients for whom 
neither drug provided relief. The 
corresponding figures after two 
weeks of treatment were the follow- 
ing: haleinonide superior, 21; beta- 
methasone valerate superior, 8; drugs 
equal, 18; neither effective, 2. The 
overall results for the two-week period 
of study showed halcinonide superior 
in 21 of 49 cases, betamethasone 
valerate superior in 8, both drugs 
equal in 18, and neither effective in 2. 
The difference in results between 
halcinonide cream and betamethasone 
valerate cream were statistically sig- 
nifieant for each weekly evaluation 
and for the overall evaluation.’ 

The overall evaluation (Table 3) of 
effectiveness at the completion of the 
planned period of study showed excel- 
lent responses to halcinonide in 24 
cases, good responses in 18, fair 
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Table 2.—Comparative Clinical Responses" 


No. of 
Patients 
Evaluated 


Halcinonide 
Superior 
19 
21 
21 





Betamethasone 


Neither 
Effective 


Drugs 
Equal 


20 
18 
18 


Valerate 
Superior 


* Differences between responses to halcinonide and betamethasone valerate were statisti- 
cally significant (method of McNemar’: for week 1 P = .05; tor week 2, P< .05; overall, 


P< .01). 


Table 3.—Overall Evaluation * 


Overal! 
Evaluation of 
Betamethasone 


Valerate Excellent 


Good 


Poor 1 0 
Totals for ha cinonide 24 18 





Good 


4 13 


Overall Evaluation of 
Halcinonide 


Betamethasone 


Fair Poor Valerate 


Excelisnt 16 1 2 0 


19 
1 18 
0 3 
9 49 


* Differences between halcinonide and betamethasone valerate were not statistically 


significant. 


responses in 4, and poor responses in 
2. Both patients showing poor re- 
sponses to haicinonide also had poor 
responses to betamethasone valerate. 
In comparison, the overall evaluation 
of effectiveness showed the responses 
to betamethasone valerate to be excel- 
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lent in 19 cases, good in 18, fair in 9, 
and poor in 3. The differences be- 
tween haleinonide and betamethasone 
valerate in overall evaluation of 
responses were not statistically sig- 
nificant. 

There were no side-effects en- 
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countered with haleinonide. One pa- 
tient complained of à burning sensa- 
tion after the application of betame- 
thasone valerate. 


COMMENT 


Halcinonide cream, 0.1%, used un- 
der occlusive dressings, was effective 
in the topical treatment of psoriasis. A 
double-blind comparison in 49 psoriat- 
ic patients showed halcinonide to be 
superior to betamethasone valerate at 
the end of one and two weeks of treat- 
ment. 

Halcinonide cream, formulated in a 
base that does not contain such known 
sensitizers as parabens, lanolin, or 
chlorocresol, was well tolerated in al! 
instances and demonstrated no con- 
tact sensitization. 

Halcinonide seems to be an impor- 
tant new preparation for use in 
steroid-responsive conditions. 


Material for study was provided by Squibb 
Institute. 
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Sebum: Analysis by Infrared Spectroscopy 


II. The Suppression of Fatty Acids by Systemically Administered Antibiotics 


Gary M. Pablo, James E. Fulton, Jr., MD, PhD 


Various tetracyclines and erythromy- 
cins have been used rather empirically for 
the systemic treatment of acne vulgaris 
for more than a decade. It has been im- 
possible to accurately evaluate clinically 
the numerous derivatives and to compare 
their effectiveness with other antibiotics 
such as clindamycin. As a substitute for 
this approach, this present study ranks 
these antibiotics, when given orally, as to 
their effectiveness in suppressing the 
fatty acids in sebum in normal volunteers. 
As a group, the tetracyclines were more 
effective than the erythromycins in de- 
creasing the fatty acids, but clindamycin 
was significantly more potent than either. 


he production of free fatty acids 
by Corynebacterium acnes is be- 
lieved to be responsible for the in- 
flammatory lesions in acne vulgaris.’ 
The most frequently used treatment 
for controlling C acnes and, hence, 
the inflammatory lesions has been 
systemic antibiotics. Tetracycline hy- 
drochloride has been the antibiotic of 
choice since the discovery of its sup- 
pressive effect on the fatty acids in 
sebum.’ However, other tetracycline 
derivatives, the family of erythromy- 
cins, and other antibiotics, such as 
clindamycin, are also used. 
The present study was undertaken 
to determine if there is any signifi- 
cant difference in the potential of 
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these antibiotics to reduce the free 
fatty acids in the sebum of normal 
volunteers. Since the reduction of 
fatty acids is a good indication of the 
degree to which the C acnes are being 
affected by a particular drug,’ those 
antibioties which best control the re- 
lease of fatty acids should be the most 
efficacious in the treatment of acne. 
Such a comparison would be benefi- 
cial to the physician deciding on the 
most effective treatment for a par- 
tieular patient. Although thin-layer 
chromatography and titratable acid- 
ity of sebum samples has been used in 
prior studies evaluating the effects of 
various antibiotics on fatty acids, 
this comparison of eight different sys- 
temic antibiotics in 56 subjects was 
facilitated by the rapid infrared 
spectroscopy of sebum.’ 


MATERIALS AND METHODS 


Eight systemic antibioties used fre- 
quently by the clinician for the treatment 
of acne were screened for their ability to 
reduce the fatty acids in the sebum. Analy- 
sis was conducted weekly by measuring 
the free fatty acid to fatty ester ratio 
(FFA/FE ratio) in sebum using a skin an- 
alyzer (Wilks' Skin Analyzer) coupled with 
infrared spectroscopy.’ Samples of sebum 
were taken from the forehead with a thal- 
lium bromide-iodide crystal. The samples 
were scanned in the infrared region be- 
tween 1,900 and 1,600 cm~. The absorb- 
ance of 1,740 cm~ (carbonyl stretch band 
of fatty esters) and at 1,710 cm-' (carbonyl 
stretch band of fatty acids) was moni- 
tored. The FFA/FE ratio was obtained 
from the values at 1,710 cm~ and 1,740 em". 


Seven volunteers with FFA/FE ratios 
greater than 0.8 were randomly assigned 
to each of the antibiotics for four weeks at 
the standard recommended therapeutic 
dosage. These individuals did not have 
acne and they had not been exposed to an- 
tibioties for the previous six months. 

Antibioties studied included: tetracy- 
cline hydrochloride, chlortetracycline hy- 
drochloride (Achromycin), minocycline hy- 
drochloride (Minocin), and demeclocycline 
hydrochloride (Declomycin) from the fam- 
ily of tetracyclines; erythromycin (E-My- 
cin), erythromycin stearate (Erythrocin), 
and erythromycin estolate (Ilosone) from 
the family of erythromycins; and clin- 
damycin hydrochloride hydrate (Cleocin 
hydrochloride), the newest addition tə the 
acne formulary. Following control studies, 
a midday sebum sample was analyzec and 
percent decrease in the FFA/FE ratio was 
determined after one, two, three, and four 
weeks of treatment. 


RESULTS 


A significant suppression of the 
FFA/FE ratio was noted after one 
week in each series of volunteers in- 
gesting any of the antibiotics tested. 
In general, this suppression gradually 
increased during the month of study, 
resulting in an overall suppressicn of 
45% in fatty acids for the 56 normal 
volunteers (Table 1). During the ini- 
tial weeks of study, the groups of tet- 
racyclines and erythromycins be- 
haved quite similarly. After four 
weeks, the tetracyclines were proved 
statistically superior (.05> P>.01) 
(Table 2). Overall, demeclocycline ap- 
peared to be the most effective of the 
tetracyclines and erythromycin esto- 


Ranking Systemic Antibiotics/Pablo & Fulton 
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Antibiotic 
Tetracycline hydrochioride 
Chlortetracyc'ine hydrochloride 
Minocycline hydrochioride 
Deme-locycli»e hydrochloride 
Overall 
Erythromycin 
Erythromycin stearate 
Erythromycin estolate 
Overall 
Clindamycin 


Ses a ai aa i ua 70-388 
4% . » Maw d 


Table 1.—Average Percent Decrease 


Dosage 


1,000 mg/day 
1,000 mg/day 
200 mg/day 
600 mg/day 


1,000 mg/day 
1,000 mg/day 
1,000 mg/day 


450 mg/day 


Week 1 


9.3 + 2.9* 


10.8 = 1.7 
16.3 = 3.7 
29.9 — 7.2 


16.6 + 3.9 


22.4 — 7.9 
12.0 Æ 4.2 
25.2 + 4.2 


19.9 + 5.4 
41.8 = 4.1 


Week 2 


30.7 — 5.9 
35.2 + 4.5 
24.8 — 2.0 
43.1 — 7.2 
33.4 — 4.9 
20.0 — 1.0 
30.0 — 3.0 
33.4 — 2.8 
27.8 + 2.3 
47.8 + 5.5 


Week 3 
35.327 4.3 


32.0 = 10.0 


32.3 + 4.3 
42.8 + 5.6 


35.6 = 6.0 


33.9 = 9.0 
26.0 — 7.4 
39.9 — 1.5 


33.2 = 6.0 
51.7 + 5.2 





Week 4 
44.1 — 4.7 
46.2 + 2.7 
37.8 £3.7 
47.5 X: 2.1 
42.8 2: 3.3 
32.2 —— 4.3 
31.7 6.1 
39.0 + 4.0 
34.3 — 4.8 
58.8 + 5.8 


* Standard errcr of the mean. 


late seemed to be the best of the 
erythromycins. However, in this 
small series, none was statistically su- 
perior a: the 95% confidence level. 

The most remarkable antibiotic 
was clindamycin. For reasons that 
are not physiologically apparent, this 
antibiotic produced a dramatic reduc- 
tion in the FFA/FE ratio within one 
week. The drug was significantly 
more effective than any of the other 
antibiotics tested at each time inter- 
val. The student t test and the confi- 
dence limits were calculated to dem- 
onstrate the degree of significance 
(Table 2). 


COMMENT 


The relative potency of clindamy- 
cin in suppressing the fatty acids in 
sebum is our most mmportant finding. 
Empirically, ‘he clinician frequently 
switches antibiotics in his acne pa- 
tients, hoping to induce a remission 
in the disease. Aifter the tetracy- 
clines, the family of erythromycins 
have usually been the second choice. 
Our data would suggest that clin- 
damycin might be a better possibility. 
Previously, clindamycin has been 
shown to reduce the fatty acids in se- 
bum and to be effective in acne.‘ 
However, diarrhea and colitis can be 
serious side-effects. We are currently 
attempting to compare the relative 
therapeutic response in acne patients 
using either tetracycline hydrochlo- 
ride orclindamycin hydrochloride hy- 
drate. The analysis of sebum by in- 
frared spectroscopy has been helpful 
to reduce the number of antibiotics 
for this clinical evaluation; it would 
have been impossible to rank these 
eight antibietics separately in a clini- 
cal trial of efficacy. 


Arch Dermatal/Vol 111, June 1975 





Table 2.—Student t Test 


Clindamycin Compared to Tetracyclines 


Week 1 t= 5.19 001 >P 
Week 2 t — 2.26 05 2P2.1 
Week 3 t — 2.50 05 >P 2 0i 
Week 4 t = 2.83 01 >P> .001 
Clindamycin Compared to Erythromycins 
t — 3.49 01 >P> .001 
t — 3.60 01 >P> .001 
t — 2.27 05 >P>.01 
t = 3.98 .001 >P 


Week 1 
Week 2 
Week 3 
Week 4 


Tetracyclines Compared to Erythromycins 


Week 1 
Week 2 
Week 3 
Week 4 


t = 1.57 2 
t = 0.86 A POS 
t = 0.29 8 PD. 
t — 2.49 05 >P 01 


> Poe. 





The study suggests that the added 
expense to the patient of the newer 
tetracycline derivatives and the 
erythromycins may not necessarily 
lead to more dramatic clinical im- 
provement. Generic tetracycline hy- 
drochloride remains our systemic an- 
tibiotic of choice, since acne is a 
chronic problem and expense is often 
a serious concern to the patient. A 
clinical trial of clindamycin may be 
justified in some recalcitrant cases. 

The remarkable 41.8% suppression 
of the FFA/FE ratio noted in the vol- 
unteers on systemic clindamycin for 
one week is comparable to the 37% re- 
ported previously with one week of 
topically applied benzoyl peroxide’ 
suggesting that clindamycin absorp- 
tion and penetration into skin follow- 
ing gastrointestinal absorption is as 
rapid as the penetration of benzoyl 
peroxide into the follicle following 
topical application. The dynamics of 
this rapid transport need further 
study. 

The group of erythromycins were 
rather disappointing. After the initial 
week, their rate of FFA suppression 


was quite flat. The apparent greater 
efficacy of erythromycin estolate may 
reflect the greater intestinal absorp- 
tion of the estolate salt. Our recent 
study of the topical use of the eryth- 
romycins yielded the opposite result’; 
the free base and the stearate were 
more potent than the estolate. Appar- 
ently, the estolate salt is a highly 
charged sulfate derivative that is ef- 
ficiently absorbed from the gastroin- 
testinal tract but penetrates the lipid 
barrier of skin rather poorly. 


Nonproprietary Names and 
Trademarks of Drugs 


Clindamycin—Cleocin. 

Clindamycin hydrochloride hydrate—Cleo- 
cin hydrochloride. 

Minocycline hydrochloride—Minocin, Vec- 
trin. 

Benzoyl peroxide—Benoryl lotion, Oxy-5, 
Panoxryl, Persadox. 
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Cat-Serateh Disease Skin Test 


Studies of Specificity and Histopathologic Features 


Beate M. Czarnetzki, MD; Jerome R. Pomeranz, MD; 
Prakash K. Khandekar, MD; Emanuel Wolinsky, MD; Richard W. Belcher, MD 


Microscopical examination of biopsy 
specimens from cat-scratch skin test 
sites, performed in patients with cat- 
scratch disease (CSD), sarcoidosis, tu- 
berculosis, and other granulomatous dis- 
eases, showed noncaseating granuloma- 
tous dermal inflammation in 11 of 12 
patients with CSD and in some patients 
with sarcoidosis or tuberculosis. Biopsy 
of cat-scratch skin test sites may be a 
useful ancillary procedure in diagnosing 
CSD if other granulomatous diseases are 
excluded. 


at-scratch disease (CSD), or non- 
bacterial regional lymphadeni- 

tis, has been recognized for more than 
25 years and has been well discussed 
and described in numerous extensive 
reports.'* The disease is thought to be 
transferred to humans by the scratch 
of a cat or rarely by other primates or 
nonanimal sources; however, an infec- 
tious agent has not been convincingly 
demonstrated. The diagnosis is made 
indirectly by excluding other diseases 
that cause acute lymphadenitis, by 
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establishing a history of contact with 
a cat, by finding a demonstrable 
inoculation site, and by finding a posi- 
tive reaction to the CSD skin test 
antigen.’ 

Since the CSD (or Hanger-Rose) 
skin test was introduced by Hanger 
and Rose in 1946,° some authors have 
considered it the most important 
criterion for establishing the diag- 
nosis of CSD. The nature of the anti- 
genic components in the test material 
and the reaction it evokes is poorly 
understood. Ninety-four percent of 
patients who have the clinical picture 
of CSD are reported to react positively 
to the skin test,’ and false-positive 
reactions are known to occur in 4% to 
8% of the general population, with 
higher percentages in relatives of 
infected persons (18.5%) and in veteri- 
nary workers (23.4%).' 

The histopathologic features of the 
primary lesion and of the lymph nodes 
involved in CSD have been thoroughly 
studied and described.** Very few 
reports, however, are available on the 
histologic appearance of the site of the 
CSD skin test.^*" Biopsies of cuta- 
neous test sites were usually per- 
formed to remove nodules that had 
persisted for many months and caused 
some discomfort to the patient. 

In the present investigation, the 
histopathologic features of CSD test 
biopsy sites were studied in order to 
evaluate the usefulness of biopsy as 
an aid in the diagnosis of CSD and to 
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more precisely define the nature of 
the tissue reaction to the CSD anti- 
gen. In addition, the response to the 
cat-scratch skin test was studied in 
patients who had sarcoidosis, tubercu- 
losis, and selected other granuloma- 
tous diseases. 


SUBJECTS AND METHODS 
Subjects 


The subjects studied included 12 pazients 
with CSD, 12 with sarcoidosis, 12 with tu- 
berculosis, 1 with coccidioidomycosis, 
1 with chronic granulomatous disease, and 
12 healthy volunteers. The diagnosis of 
CSD and sarcoidosis was established by 
history; physical examination; cu tures 
negative for pyogens, fungi, and acid-fast 
bacilli; and by tissue biopsy. The patients 
with CSD had a history of symptoms 
lasting for one week to four months prior 
to skin testing. Eight patients had axillary 
adenopathy, four had cervical node involve- 
ment, two had palpable preauricular nodes, 
and one had a fluctuant epitrochlear node. 
In several patients, biopsies of involved 
tissue and of the primary inoculation sites 
were performed. 

All patients with sarcoidosis had multi- 
system involvement, and six patients had 
cutaneous lesions, as shown by biopsy The 
patients with tuberculosis had culzures 
positive for acid-fast bacilli, they were 
hospitalized at the time of the study. and 
they were receiving antitubereulosis treat- 
ment. None were treated with steroids or 
immunosuppressive agents. Most patients 
with tubereulosis had pulmonary involve- 
ment only, three patients had dissemirated 
disease, and none had tuberculosis o? the 
skin. The patient with coccidioidomycosis 


Cat-Scratch Disease Test/Czarnetzki at al 


ii rt 


all 


a ts 


AV 


E AM gee AD. 
Fig 1.—8iopsy specimen from site of positive CSD skin test of 


patient with CSD, 14 days after injection of antigen. Diffuse 
derma! infiltrate of epchelioid and small mononuclear cells is 
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present with rare giantcell (hematoxylin-eosin, x 300). 


had a fistala onthe right ankle from which 
Coccidioiles immitis was cultured. Diag- 
nosis of the patient wh chronic granulo- 
matous disease was established by bacteri- 
cidal studies of leukocyses and by the quan- 
titative nitrobime tetmzolium test. This 
patient had infectious granulomas due to 
staphylococci in severa. organs in the past. 
All patients and contrels were questioned 
about contact with cats and the results of 
the most rec tuberculin skin tests, if 


this informatien was mot available from 
hospital charts. 
Cat tch Antigen 
The skin antgen was prepared 
according to metheds of Kunz." Aspi- 
rates of pus obta ned from the nodes 
of patients with CSD mixed and diluted 


fourfold with sterile saline solution, and 
pasteurized at 60 C fər 24 hours in glass 
vials. Sterility of tae suspension was 


checked by a ic ane anaerobic cultures. 
The material stored in sterile vials at 4 
C after its ney had been verified by 
intradermal testing m known CSD pa- 
tients. Anti from four different 
sources were used for the group of patients 


with CSD. In an earlie= phase of this study, 
which included five pztients with sarcoid- 
osis and tuberculosis and five healthy 
volunteers, antigens were used. For 
the remainder of th= study, one lot of 
antigen (from patient 3, Table) was used. 


An Skan Testing 


Patients and cont-ols were informed 
about the purpese anc nature of the study 
and gave their written consent. The CSD 
antigen (0.1 mò was injected intradermally 
on the flexer surface of the forearm, and 
the exact site was recorded. At 48 hours 
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after injection and again at one- and two- 
week intervals the sites were examined for 
induration and erythema. A positive reac- 
tion was defined as a minimum of 4 mm 
induration, surrounded by erythema of 
more than 1 cm in diameter. Initially, 
4-mm punch biopsies of CSD skin-test sites 
were performed at varying time intervals 
following antigen injection. Preliminary 
results showed that in most patients with 
CSD, granulomas were present M days 
after injection. Therefore, this time inter- 
val was chosen for all subsequent biopsies. 
The biopsy specimens were fixed in 10% 
neutral formalin and stained with hema- 
toxylin-eosin. Processed slides were coded 
and studied microscopically, including a 
polariscopie examination, by three inde- 
pendent observers. 


RESULTS 


Of the 13 skin tests performed on 
patients with CSD, there were 12 posi- 
tive reactions 48 hours after injection 
(Table). It is of interest that two of 
the patients (1 and 2) had skin tests 
applied very early in the course of 
their disease, and these tests were 
negative at the 48-hour readings. A 
biopsy specimen of one of the injec- 
tion sites that had initially shown a 
negative reaction showed a granu- 
loma 30 days later. 

The histologic appearance of the 
skin test sites was similar in most 
patients. The epidermis was normal. 
Perivascular mononuclear cell cuffing 
was observed to varying degrees in 
the reticular dermis. Primarily involv- 
ing the middle and lower dermis, 
there was a prominent, diffuse granu- 
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Fig 2.—Di'fuse dermal granulomatous reaction at CSD test site 


in patient with sarcoidosis, 14 days after injection of antigen 
(hematoxylin-eosin, x 55). 


lomatous infiltrate consisting of epi- 
thelioid cells, plasma cells, lympho- 
cytes and—in most cases—giant cells 
(Fig 1). This infiltrate partially dis- 
placed the collagen fibers and sur- 
rounded areas of necrobiotic collagen. 
The appendages and the subcutis did 
not show any important pathologic 
features. The biopsy specimen from 
patient 6 differed in that it lacked 
the granulomatous component and 
showed only a chronic perivascular in- 
filtrate in the dermis. Clinically, this 
patient had had a strongly positive 
skin test with central ulceration 48 
hours after injection, but his lesion 
was practically healed at the time of 
biopsy on day 33. 

Only one of the 12 patients with 
sarcoidosis had a positive CSD skin 
test 48 hours after injection. This 
patient's biopsy specimen showed a 
diffuse granulomatous reaction, with 
giant cells like those found in the CSD 
patients. One other sarcoidosis pa- 
tient’s biopsy specimen also showed a 
prominent granulomatous infiltrate, 
but without giant cells (Figs 2 and 3). 
A third patient’s biopsy specimen had 
a focal granulomatous infiltrate con- 
sisting of scattered epithelioid cells 
and mononuclear cells at the site of 
antigen injection. These three pa- 
tients had sareoid involvement of 
their skin, but biopsy specimens of 
their sarcoid skin lesions showed 
typical noncaseating granulomas 
quite different from the more diffuse 
reaction noted at the CSD skin test 
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Fig 3.—Higher magnification of Fig 2 
showing epithelioid cells, fibroblasts, and 
lymphocytes infiltrating between and dis- 
placing the collagen bundles (hematoxy- 
lin-eosin, X 280). 


sites. None of these patients admitted 
to recent contact with cats. The biopsy 
specimens of the other nine patients 
with sarcoidosis showed no patholog- 
ical changes. 

Of the patients with tuberculosis, 
only one had a strongly positive CSD 
skin test reaction 48 hours after injec- 
tion. Sections from a biopsy specimen 
of this lesion showed a heavy granulo- 
matous reaction in the mid-dermis. 
This patient had a history of recent 
contact with cats. 

The remaining patients and con- 
trols developed induration varying 
from 0 to 3 mm in diameter, without 
erythema at the skin test sites. A 
biopsy specimen from one of the 
controls showed a foreign-body reac- 
tion with giant cells surrounding 
amorphous material in the  mid- 
dermis.  Polariscopic examination 
showed doubly refractile foreign ma- 
terial within the granuloma. Histo- 
logic examination of the remaining 
biopsy specimens of patients and 
controls showed no important patho- 
logic changes. 


COMMENT 


Biopsies of skin test sites in 
diseases like sarcoidosis have been 
common practice for many years but 
have never been routinely done in 
CSD skin test sites. Our study was 
undertaken to examine the histopath- 
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Biopsy Findings in Intradermal CSD Test Site in Patients With Suspected CSD 


Cat-Scratch 
Skin Test 
After 48 hr 


Case/Sex/ 
Age, yr 
1/M/14 
2/F/11t 
2/F/12 
3/M/12 


10/F/21 
11/M/35 


Biopsy, 
Days After 
Test 


Histopatholosic 
Changes* 


Present 


Present 
Present 


Present, with focal necrosis 
Present 
Present 


Not present, chronic perivascular 
inflammation 


Present, but giant cells absent 
Present 
Present 
Present 





* Histopathologic changes included diffuse dermal granulomatous inflammation, with 


epithelioid, mononuclear, and giant cells. 


T Skin was tested one week earlier; reaction was negative at 48 hours after injection; 


there was a 5-mm induration after one week. 


i Patient 2 was retested 11 months after first test. 
§ Papule was noted 30 days after test and biopsy was performed. 


ologic features of the CSD skin test 
and to evaluate the diagnostic use of 
biopsy of the site. An additional goal 
of this study was an evaluation of the 
specificity of the CSD skin test by 
determining the reaction to the anti- 
gen in patients with other granuloma- 
tous diseases. 

An extensive review of the litera- 
ture revealed only four cases in which 
the histopathologic features of the 
CSD skin test site were described.**-'' 
In the first report in 1953, Bettley and 
Fairburn took a biopsy specimen 
from a CSD skin test site and 
described a histologic picture very 
similar to that observed in our patient 
6 who had only a round cell perivas- 
cular infiltrate in the dermis and no 
additional pathological changes. In 
1955, Gifford": included a description 
of the histologic features of a CSD 
skin test site in his study of California 
veterinarians. Interestingly, he was 
forced to discontinue his investigation 
because of unusually large, persistent 
nodules and ulcers at the skin test 
sites. One lesion, removed after eight 
months, showed necrotic collagen in 
the dermis, surrounded by palisading 
epithelioid cells and Langhans giant 
cells. Osbourn’ described an almost 
identical histologic picture for a biop- 
sy specimen of a nodule persisting for 
ten months. He thought that the histo- 
pathologic features resembled those 


of granuloma annulare. Johnson and 
Helwig* in describing the histologic 
findings in a skin test nodvle that had 
persisted for "several months," found 
that they were indistinguishable rom 
the histopathologic findirgs in the 
primary inoculation lesion in CSD, 
where a prominent central necrobiotic 
area surrounded by a discrete zone of 
histiocytes and scattered multinuelear 
giant cells can be seen. 

The granulomas observed in biopsy 
material in this study were not as well 
developed as those noted n Johnson 
and Helwig's patient or those de- 
scribed in previous reports. This may 
be due to selection for biopsy of sites 
showing especially severe reactions in 
the cases reported, to later timing of 
the biopsies, or to stronger antigens 
used by these investigators. Details of 
the antigen preparation, including 
results of culture studies, are not 
always given in the reports in ques- 
tion and might explain seme of the 
observed differences. 

As is evident from our study and a 
review of the literature. temporal 
relationships are an important and 
intriguing aspect of CSD skin testing. 
Carithers et al' recommended that 
skin tests should be performed one 
week after the onset of adenitis to 
avoid false negative resuts. Margi- 
leth? observed that 17 «f his 145 
patients had negative skin tests 
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during the first four weeks of the 
illness but reacted pesitively later on. 
In some cases reported in the litera- 
ture, papules were noted to develop 
only five to nine days after antigen 
injections '^" and tests were inter- 
preted as negative by one author." 
Biopsy cf the test sies and histolog- 
ical examination might have been a 
simple way of correctly diagnosing 
and classifying these cases. This point 
is well demonstrated in our patient 2, 
who had a negative skin test at 48 
hours; but 30:days later clinical exam- 
ination showed a papule at the test 
site, and histopathologic examination 
disclosed a granuloma. 

The reasons for the delayed appear- 
ance of granulomas in some patients 
is unknown, but might be related to 
the host's responsiveness to the anti- 
genic stimulus-or to the timing of the 
skin test in relation to the stage of the 
disease. Some CSD skin test reactions 
are known todisappear rather rapidly, 
as occurred in our patient 6 whose 
lesion was almest healed at the time of 
biopsy cn day 33. Margileth? studied 
this problem more carefully and 
observed that 20% of the skin reac- 
tions fade in 2 to 7 days, 10% in 8 to 14 
days, and rare papules persist for 
years. | 

In reeent years, the specificity of 
reactions to skin test antigens, like 
the Kveim anc lepromin antigens, has 
been questioned. Gordon" for in- 
stance, reported positive reactions to 
the lepromin skin tests in patients 
with sarcoidosis, and Israel and Gold- 
stein'? found positive Kveim skin tests 
in patients with several diverse gran- 
ulomatous diseases. This led us to 
investigate the reactivity to CSD skin 
test antigen in some patients with 
other well-defined granulomatous dis- 
eases. While the number of subjects in 
our patient greups is too small to draw 
any valid statistical conclusions, a 25% 
incidence of pesitive skin tests among 
the patients with sarcoidosis is well 
above the 0 te 7.5% of positive reac- 
tions in healthy eontrols.* Several 
explanations for these results are 
possible: Injection of CSD antigen 
may have evoked a nonspecific Koeb- 
ner phenomenon to injury in some of 
the patients with sarcoidosis, or gran- 
ulomas might have been present 
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previously at the site of biopsy but 
were not evident clinically. For exam- 
ple, Paslin et al performed biopsies 
of old scars in 25 patients with 
systemic sarcoidosis, and three speci- 
mens contained granulomas. Another 
possible explanation for the positive 
CSD skin test in sarcoid patients is 
that their skin has a heightened reac- 
tivity to granuloma producing agents, 
as was suggested by Gordon," who 
found a high incidence of positive 
lepromin tests in patients with 
sarcoidosis. 

Few attempts have been made to 
characterize the immunopathologic 
features of CSD,” and it is apparent 
that more work has to be done in this 
area before a meaningful interpreta- 
tion of the data can be made. Granu- 
loma formation is thought to be 
related to the presence of macromolec- 
ular complexes," and immune com- 
plexes have been identified in the 
serum of some patients with sarcoid- 
osis.?^ Kooij and Gerritsen^ demon- 
strated that particulate material is 
necessary in lepromin skin test anti- 
gen for the development of a granu- 
loma at the skin test site, and the 
same may hold for CSD skin test 
antigen. Conceivably, the crude sus- 
pension of the skin test material could 
act as an adjuvant to a more spe- 
cific and as yet unidentified, antigen 
present in the same mixture, and 
these two components together could 
account for the relative specificity of 
the skin tests. 

Although it is not infallible, the 
CSD skin test is still a most helpful 
diagnostic test, provided the following 
precautions are heeded: (1) The anti- 
genic potency of skin test materials 
should be established by testing in 
known reactors. (2) Skin testing 
should be properly timed in relation to 
the onset of the disease. (3) Skin test 
sites should be evaluated 48 hours 
after injection, and if the reaction is 
negative, one or two weeks later. (4) 
The existence of other granulomatous 
diseases like sarcoidosis should be 
ruled out. (b) A positive skin test 
should be viewed in relation to other 
clinieal and laboratory criteria needed 
for the diagnosis of CSD. 

Biopsy of the CSD test site is not 
necessary in most cases but should be 


considered as an additional diagnostic 
aid when the clinical reading of the 
test is equivocal. 


This investigation was supported by National 
Institutes of Health training grant AMO-5608-05 
and Northern Ohio Lung Association grant 642- 
7376. 
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Percutaneous Absorption of Salicylic Acid 


J. Richard Taylor, MD, 
Kenneth M. Halprin, MD 
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The potential hazards of repeated topi- 
cal application of salicylic acid under oc- 
clusion to large areas of the body was 
evaluated by measuring the percutaneous 
absorption and serum salicylate concen- 
trations in four patients with active pso- 
riasis. 

Serum salicylate concentrations never 
exceeded 5 mg/100 ml in any of the pa- 
tients, and although greater than 60% of 
the salicylic acid applied was absorbed, 
no evidence of accumulation or toxicity 
was observed. This form of treatment ap- 
pears to present little potential hazard 
even in patients with extensive skin dis- 
ease. Therapy could be hazardous for pa- 
tients with impaired hepatic or renal func- 
tion or for smaller children. 

_ The urinary excretory products of sa- 
licylate metabolism were compared fol- 
lowing topical and intravenous salicylate 
administration to determine if the skin 
plays any part in the biotransformation of 
salicylate during percutaneous absorp- 
tion. Our data are too limited and in- 
conclusive to answer this question. 


qr preparations containing 
salicylic acid have been used in 
dermatology for many years, and sa- 
licylate toxicity resulting from their 
use has been reported. Unfortu- 
nately there is little information 
available concerning the potential 
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hazards of using large quantities of 
salicylic acid on large areas of the 
body surface in situations where skin 
disease exists and occlusive therapy 
may be desirable. A preparation con- 
taining 6% salicylic acid in a gel com- 
prised of 60% propylene glycol and 
19.4% alcohol (Keralyt) has recently 
become available for the treatment of 
patients with generalized skin dis- 
ease under occlusion. This study is an 
attempt to evaluate the potential haz- 
ard of using this product. This was 
accomplished by determining the per- 
cutaneous absorption and serum sa- 
licylate levels produced when this 
preparation is used in a well-con- 
trolled clinical setting designed to 
provide maximal exposure. To deter- 
mine if the degradation of salicylic 
acid is altered when salicylate is ab- 
sorbed percutaneously, the products 
of salicylate metabolism excreted in 
the urine were compared after topical 
and intravenous administration. 


PATIENTS AND METHODS 
Patients 


Four patients with active psoriasis were 
studied as inpatients at the Miami Veter- 
ans Administration Hospital. None of the 
patients had renal disease, had ingested 
salicylate-containing medications for one 
week prior to the study, or was permitted 
to use other topical or systemic medica- 
tions for the duration of the study. All of 
the patients had more than 25% of their 
body surface involved with psoriasis (pa- 
tient 2 had severe generalized psoriasis, 
with more than 90% involvement). In- 
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formed consent was »btained from each 
patient after the procedures and hazards 
of the study had been fully explained. 

Patients appl:ed thescontents of a 28-gm 
tube of medication to taeir entire body sur- 
face below the neck immediately after tak- 
ing a shewer. The trested areas were cov- 
ered with plastic wrap and kept occluded 
for ten hours. After ten hours, the dress- 
ings were removed anc the patient allowed 
to shower. This treatment was repeated 
daily for a total of five days. All tubes of 
medication were preweighed and then re- 
weighed after use to Getermine the grams 
of gel applied by each patient each day. 

One week after completing the above 
study patient #3 was given 1 liter of phys- 
iological saline solutioa containing 1.0 gm 
of sodium salicylate intravenously during 
an eight-hour period. 


Collection cf Samples 


Venous blood was cotained prior to ap- 
plication of thetopica. medication and five 
and ten hours after application each day 
for five days. The serum was separated 
and stored refrigerated until analyzed. 

All of each patient’: urine was collected 
for each 24-hour peried starting from the 
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beginning of the study for a total of seven 
days. At the end of each day, the urine vol- 
ume excreted was measured; an aliquot 
was sent to the hospital clinical laboratory 
for creatinine determination, and an ali- 
quot was refrigerated for analysis of sa- 
licylates. 

Serum was obtained in a similar manner 
from the patient receiving intravenous so- 
dium salicylate, but it was collected at 0, 4, 
8, and 24 hours after injection. Urine was 
collected prior to and for three days follow- 
ing the intravenous administration. 


Salicylate Determinations 


The serum salicylate level was deter- 
mined fluorometrically by the method de- 
scribed by Saltzman.* 

Salicylic acid and its metabolites in urine 
were determined by the method of Levy 
and Procknal.’ This procedure determines 
the total grams of salicylate excreted and 
the percent of this total present as free 
salicylic acid, salicyluric acid, and the acyl 
and phenolic glucuronides of salicylate. 


RESULTS 


The Figure illustrates the serum sa- 
licylate concentrations and grams of 


s of 6% salicylic acid gel applied for days 1 through 5 for each of the four 
last salicylate level which was measured (tenth hour of day 5) to base line 


gel applied for each of the four pa- 
tients for the five days that serum 
samples were collected. In no instance 
did the serum salicylate concentra- 
tion exceed 5 mg/100 ml, and the 
average peak serum coneentration for 
all of the patients was less than 3 
mg/100 ml (2.7). The patient with the 
most severe psoriasis (patient 2) de- 
veloped the highest serum salicylate 
concentrations (Figure). The serum 
salicylate levels had returned to low 
or undetectable values by 24 hours af- 
ter administration of the drug, and in 
no instance did there appear to be an 
accumulation of salicylate during the 
five days of treatment. A gradual ac- 
cumulation of salicylate might be sus- 
pected in patient 4 (Figure) because 
of the progressive increase in his se- 
rum salicylate levels, but this was no 
doubt the result of applying greater 
quantities of topical medication since 
his serum levels returned to normal 
prior to each subsequent day’s treat- 
ment. 

The results of the urine salicylate 
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analyses are summarized in Table 1. 
We were able to recover more than 
60% of the salicylic acid applied topi- 
cally in the urine of all four patients. 
Patient 2 had the greatest percu- 
taneous absorption; but as indicated 
previously, he also had the most wide- 
spread psoriasis. These results indi- 
cate that salicylic acid is efficiently 
released from the vehicle we used, 
and it encounters very little resist- 
ance to penetration through diseased 
skin under occlusion. 

Table 1 also shows the percent of 
the total salicylate excreted, which is 
represented by each of the three ma- 
jor metabolites. In table 2, the per- 
cent of the total salicylate excreted as 
each metabolite after topical appli- 
cation of salicylic acid gel is compared 
to the metabolites found following in- 
travenous sodium salicylate adminis- 
tration for patient 3. These percent- 
ages were calculated from the total 
quantities of each metabolite ex- 
creted during the period of the study 
and not by averaging the percentages 
of each excreted per day. We have 
also included in Table 2 the expected 
percent of each of the salicylate me- 
tabolites after oral administration, as 
reported in the literature, for pur- 
poses of comparison. All of our pa- 
tients excreted less salicylate as sal- 
ieylurie acid and more as salicylate 
glucuronides than expected. Patient 3 
exhibited these changes not only fol- 
lowing topical application of salicylic 
acid but also when given sodium sa- 
licylate intravenously. 


COMMENT 


The findings of our study indicate 
that salicylic acid is rapidly absorbed 
when applied in a propylene glycol-al- 
cohol gel vehicle under occlusion to 
diseased skin. When applied under oc- 
clusion for ten hours, more than 60% 
of the salicylic acid applied was ab- 
sorbed. In three of the four patients, 
peak serum levels occurred within 
five hours, despite the fact that occlu- 
sion was carried out for ten hours. 
The serum salicylate concentration 
never exceeded 5 mg/100 ml, how- 
ever, which is well below levels of 30 
to 40 mg/100 ml associated with sys- 
temic toxic reactions.’ Since 28 gm of 
this preparation will easily cover the 
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Table 1.—Results of Urinary Salicylate Analyses* 





Gel Ap- SA Ap- Salicylate Urinary Metabolites 
plied, plied, Excreted, ' 
Day gm mg mg % SA % SU % SG 
Patient 1 

1 12.4 744 634 4 58 38 
2 11.6 696 369 3 53 44 
3 18.3 1098 584 3 57 40 
4 9.4 564 400 2 62 36 
5 10.1 606 309 3 65 32 
6 3 
7 8 


Total 
Absorption: 64% 
Patient 2 


4998 
PE o A PO Iles. AW ONS o ON VT NE 
Absorption: 82% 


Patient 3 


Total 
Absorption: 6395 
Patient 4 


Total 
Absorption: 69% 


* SA indicates salicylic acid; SU, salicyluric acid; SG, acyl and phenolic glucuronides of 
salicylic acid; — indicates concentration insufficient for reliable determination. 


Table 2.—Salicylate Metabolites Excreted After 
Different Routes of Administration 
% of Total Urinary Salicylate 


Salicylate 
Glucuronides 


Salicyluric 
Acid 


Free Sali- 
cylic Acid 


Route of 


Administration 


Topically applied gel 
containing salicylic acid 


Intravenously administered 
sodium salicylate 


Orally administered salicylate* 


* Data obtained from Goodman and Gilman. 
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entire body surfaee of a large man 
and ocelusive therapy would rarely be 
used fer more than ten hours each 
day, this form of zreatment appears 
to present ittie posential hazard even 
in patients with extensive skin dis- 
ease. 

Abserbee salicyic acid distributes 
into the extracelular fluid volume 
(150 mi/kgs,* whic is about 10 liters 
in a 72-kg man. A 28-gm tube of 6% 
salicylic acd contains 1.8 gm of sal- 
icylie acid; if 60% of it is absorbed, 
the maximal serum level that could 
result wou»d be about 1 gm/10 liters 
or 10 mg/300 ml, which is well below 
toxic eoncentratioas. Toxic reactions 
would not aave oceurred in this study 
even if 10975 of tae applied salicylic 
acid had been abserbed since the ex- 
pected seram level (18 mg/100 ml) 
would still be below a toxic level. We 
did not bdieve it was necessary to 
produee a -oxic reaction to salicylate 
to adequa ely determine the percu- 
taneous penetratien of salicylic acid, 
and the study was designed to min- 
imize this Dossibilty. 

Topical salicylic acid therapy can be 
hazardous, however, and salicylate 
toxicity as well as death from acute 
salicylate 3oisonirg can occur from 
its injudicDus use. To prevent a toxic 
reaction, taree factors should be kept 
in mind. T3e quantity of salicylic acid 
used should not be excessive, the 
available extracellular fluid volume 
should not be limited, and the ability 
to metabdize and excrete the ab- 
sorbed medicatior should not be im- 


1. Yeung “J: Salicylate intoxication from cu- 
taneous abserption of salicylic acid: Review of 
literature ard report of a case. South Med J 
45:1075-1077. 1952. 

2. Cawley 3P, Peterson NT, Wheeler CE: Sal- 
icylie avid p»isoning m dermatologic therapy. 
JAMA 151:3 2-374, 1922. 

3. von Wei-s JF, Lever WF: Percutaneous sal- 
icylic acid intoxication `n psoriasis. Arch Derma- 
tol 90:614-61£, 1964. 

4. Lindsey CP: Twe cases of fatal salicylate 
poisonimg af er topica application of an anti- 


Arch Derrnzato!/Vo! 111, June 1975 


paired. Excessive quantities of sali- 
cylic acid can result from either a 
high concentration in the medica- 
ment or from frequently repeated ap- 
plications to large areas of the body. 
The two fatal cases reported by Lind- 
sey* occurred after only two appli- 
cations of an antifungal solution con- 
taining 20.7% salicylic acid to 50% of 
the body surface area. vonWeiss and 
Lever? reported a toxic reaction to sa- 
licylate in three patients treated with 
3% and 6% salicylic acid ointment ap- 
plied six times daily for 4 to 11 days. 
Toxic reactions to salicylate occur 
more frequently in smaller children 
because their extracellular fluid vol- 
ume is much smaller in comparison to 
the potential surface area available 
for treatment. A contracted extracel- 
lular volume is also a potential hazard 
in dehydrated debilitated patients. 
Such patients can also develop a toxic 
reaction to salicylate as a result of 
impaired excretion if hepatic or renal 
disease exists. These factors may 
have contributed to the toxic reaction 
to salicylate reported in some cases,” ° 
although they were not specifically 
discussed. The cases reviewed by 
Young,’ however, demonstrate the in- 
creased risk of treating children. 
Most of the salicylic acid absorbed 
is metabolized to more water soluble 
products to facilitate its excretion. 
Salicylic acid is conjugated with gly- 
cine, forming salicyluric acid, which 
normally accounts for 70% of the sa- 
licylate excreted. It is also conjugated 
with glucuronic acid forming several 
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salicylate glucuronides, which as a 
group account for 2095; the remainder 
is excreted as free salicylic acid. Al- 
though the metabolism of salicylate 
occurs primarily in the liver, the in- 
testinal mucosa can also synthesize 
salicylate glucuronides.^ We wom- 
dered if the skin might also possess 
the glucuronyl transferase system 
necessary for this conjugation. This 
would explain the higher than ex- 
pected urinary salicylate glucuronide 
levels found in our patients. To fur- 
ther study this possibility, we admin- 
istered salicylate intravenously in one 
of our patients to see what percent of 
the excreted salicylate was salicylate 
glucuronide when its absorption did - 
not occur through either the intesti- 
nal mucosa or skin. 

We expected that intravenous ad- 
ministration, which would by-pass 
possible conjugation systems in both 
the gut and the skin, would result in a 
lower level of glucuronides than after 
topieal (or oral) administration. Table 
2 shows that the amount of salicylate 
excreted as glucuronides was lower 
than after topical application, but it 
was still fairly high and leaves open 
the question of the possible glucuro- 
nide conjugation of drugs by the skin. 
This question should be approached 
by more direct biochemical methods 
for the demonstration of the presence 
and in vivo activity of this drug me- 
tabolizing system. 
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Hypopharyngeal and Laryngeal 


Involvement With Darier Disease 


A. Lee Dellon, MD; Gary L. Peck, MD; Paul B. Chretien, MD 


The presence of mucosal Darier dis- 
ease (keratosis follicularis) was eval- 
uated clinically and histologically in four 
consecutive patients with moderate to ex- 
. tensive cutaneous manifestations of this 
disease. Fiberoptic endoscopy demon- 
strated hypopharyngeal or laryngeal in- 
volvement or both in each patient. A 
dearth of corps ronds and grains in these 
anatomical regions was observed histo- 
logically. The routine evaluation of muco- 
sal involvement In Darier disease should 
result in a higher Incidence of hypopha- 
ryngeal and laryngeal lesions than is 
currently known. Furthermore, the recog- 
nition of hypopharyngeal and laryngeal in- 
volvement with Darier disease must be 
emphasized because of the clinical sim- 
llarity to leukoplakia and squamous cell 
carcinoma. 
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Ithough mucosal involvement in 
Darier disease (keratosis follicu- 
laris) is being recognized with in- 
creasing frequency, especially in the 
more readily accessible areas, such as 
the oral cavity,’* oropharynx,‘ and 
rectum,’ reports of hypopharyngeal 
and laryngeal involvement are rare.*? 
The purpose of this report is to de- 
scribe clinieally and histologically the 
extent of hypopharyngeal and laryn- 
geal involvement in four patients 
with Darier disease. 


SUBJECTS AND METHODS 


Two men and two women with Darier 
disease were evaluated. They ranged in 
age from 25 to 42 years. Each had moder- 
ate to extensive cutaneous involvement; 
histopathological findings were typical. 

Fiberoptic endoscopy was performed 
with the use of a bronchoscope (Olympus 
BF-5B2), following routine examination of 
the hypopharynx and larynx with the la- 
ryngeal mirror. With the patient sitting, 
premedicated with atropine, and with the 
nasal and oral cavity topically anesthetized 
with tetracaine, the endoscope was in- 








pyriform sinus 


* Confirmed by biopsy. 


Mucosal Involvement of the Hypopharynx and Larynx 


Patient Hypopharynx Larynx 
1 RM Epiglottis* 
2 Lateral pharyngeal wall* m 
3 Lateral pharyngeal wall, vallecula* n 
4 Lateral pharyngeal wall, vallecula, Epiglottis,* aryepi- 






serted transnasally into the desired areas 
of examination. This technique, which per- 
mits a more thorough examination of the 
recesses and cavities in the hypopharynx 
and larynx, has been proven to be safe 
without complication and well tolerated.” 


RESULTS 

Prior physical examination had 
demonstrated that each of the four 
patients had mucosal involvement of 
either the buccal, gingival, or palatal 
surfaces of the oral cavity. 

Fiberoptic endoscopy revealed mu- 
cosal involvement of the hypophar- 
ynx or larynx in each of the patients 
(Table). The mucosal involvement, 
with the exception of the epiglottis of 
patient 1, was not a diffuse cobble- 
stone pattern, but consisted, instead, 
of localized areas of 0.5- to 1.0-cm 
white and pink papules and nodules 
(Fig 1). 

Histological examination of the 
biopsy specimens demonstrated acan- 
thosis, suprabasilar clefting, papil- 
lomatosis, capillary dilation and con- 
gestion, and a chronic inflammatory 






glottic fold, ventricle 
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Fig 1.—Epiglottis snows surface nodularity (arrows). Top left, Anterior view; top right, 
lateral view (patient 1). Center left, Two discrete pink-white nodules (arrow) on lateral 
pharyngeal wall (patient 2). Center right, Discrete white nodules (arrow) on base of 
tongue adjacent to uninvolved epiglottis (patient 3). Discrete nodules (arrow) (bottom 
left) in pyrifarm sinus, and (bottom right) in left ventricle of larynx near normal appearing 
vocal cordsx(patient 4). 


infiltrate (Fig 2 *o 4). Acantholysis 
was obserwed but was not extensive. 
Corps rones formation was seen in 
only one of the four biopsy specimens 
(Fig 5). Extensive parakeratosis was 
uniformly present, but typical grains 
were not ooserved. 


COMMENT 


The identificatien of hypopharyn- 
geal and lzryngeai involvement with 
Darier disease in each of the four con- 
secutive pztients examined suggests 
that the in-idence of this involvement 
is much greater than is presently 
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known. Since the biopsy tip of the 
fiberoptie endoscope yields specimens 
that are too small to demonstrate the 
basilar layers of these hyperkeratotic 
mucosal lesions, transoral biopsies 
were required in each instance to 
demonstrate the characteristic histo- 
pathological findings. We suggest 
that routine indirect laryngoscopy, 
and the use of fiberoptic endoscopy, if 
available, in evaluating mucosal in- 
volvement in Darier disease would re- 
sult in a more accurate evaluation of 
the incidence of this manifestation. 
The histopathological findings of 





Fig 2.—Parakeratosis, acanthosis, su- 
prabasilar clefting, papillomatosis, and 
chronic inflammatory infiltrate in biopsy 
specimen of lateral pharyngeal wall (pa- 
tient 2) (hematoxylin-eosin, original mag- 
nification X 326). 


Fig 3.—Marked acanthosis and supra- 
basilar clefting in biopsy specimen of 
epiglottis (patient 4) (hematoxylin-eosin, 
original magnification x 88). 
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Fig 4.—Capillary and lymphatic prolifer- 
ation and congestion and intraepithelial 
hemorrhage (arrow) in biopsy specimen of 
epiglottis (patient 4) (hematoxylin-eosin, 
original magnification x 136). 
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Fig 5.—Acanthosis, corps rond (arrow), 


suprabasilar clefting, acantholysis, papil- 


lomatosis, and chronic inflammatory infil- 
trate in biopsy specimen of epiglottis (pa- 
tient 4) (hematoxylin-eosin, original 
magnification x 326). 
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the hypopharyngeal and laryngeal le- 
sions differed from the typical cuta- 
neous findings by the comparatively 
minimal acantholysis and the scanti- 
ness or absence of corps ronds and 
grains. Similar histopathological ob- 
servations in the oral cavity have 
been observed.” | 

Previous histological and photo- 
graphie documentation of laryngeal 
Darier disease is limited to two case 
reports,^* one of which was most un- 
usual in that lesions occurred in a pa- 
tient lacking dermatologic involve- 
ment. In this patient, a biopsy 
specimen of hyperkeratotic laryngeal 
lesions that led to hoarseness was 
found to be typical of Darier disease. 
This case emphasized the need for 
clinieal recognition of hypopharyn- 
geal and laryngeal mucosal involve- 
ment with Darier disease, since it 
now must be included in the differ- 
ential diagnosis of white lesions of 
the hypopharyngeal and laryngeal mu- 
cosa, along with leukoplakia, and 
Squamous cell carcinoma. 
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9. Fisher ER, Kyler SL: Darier’s disease of the 
larynx. Arch Otolaryngol 62:438-441, 1955. 

10. Smiddy JF, Ruth WE, Kerby GR, et al: 
Flexible fiberoptic bronchoscopy. Ann Intern 
Med 75:971, 1971. 


Darier Disease Involvement/Dellon et al 


aceug microbicied! power 
BETADINE ANTISEPTICS 


PHOTOGRAPH: SKYLAB IN ORBIT, COURTESY OF THE NAT!ONAL AERONA UTICS AND SPACE ADMINISTRATION. 


BETADINE Skin Cleanser and BETADINE Ointment 
provide the same broad-spectrum microbicidal 
action as BETADINE microbicides chosen by NASA 
for the Skylab mission and for Apollo 11/12/14 
splashdowns. They kill gram-positive and gram- 
negative bacteria (including antibiotic-resistant 

' strains), fungi, viruses, protozoa and yeasts... 
are virtually nonirritating and nonstinging... 
nonstaining to skin and natural fabrics. 


BETADINE Skin Cleanser degerms the skin of 
patients with common pathogens, including 
Staph. aureus ...helps prevent recurrence 
of acute inflammatory skin infections and 
spread of infection in acne pimples... may 
be used routinely for general skin hygiene. 
(In the rare instance of local 
irritation or sensitivity, discon- 
tinue use in the individual.) 


BETADINE Ointment kills 


pathogens in skin and wound 
infections...indicated in 
infected stasis ulcers and to 
help prevent infection in burns, 
lacerations and abrasions. Not 
greasy or sticky...the treated 
area can be bandaged. 


LJ 
Purdue Frederick 
© COPYRIGHT 1974, THE PURDUE FREDERICK COMPANY 
NORWALK, CONN 06856 A7418 142574 
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No one dry skin product 





can take care of 





all dry skin problems. 


It takes two: 





Most cosmetic dry skin problems can be treated 
by any number of good dry skin creams and 
lotions. 


But what about the more serious therapeutic 


dry skin problems? You need something stronger. 


That’s why we make two Aquacares. One for 
cosmetic dry skin conditions and one for 
therapeutic dry skin conditions. 





Aquacare® (2% urea) was designed as a specific 
treatment for the many cosmetic dry skin 
complaints you encounter in your practice. Dish- 
pan hands, pruritis and mild atopic dermatitis 

all call for treatment with Aquacare. Why 
Aquacare when there are so many other fine 
cosmetic products available? Because Aquacare 
has been proven superior in the treatment of 
moderate manifestations of scaling dry skin. 


Aquacare®/HP (10% urea) was formulated as 

a specific treatment for the more severe dry skin 
conditions you see. Severe atopic dermatitis, 
xerosis (winter itch), ichthyosis, or other problem 
dry skin conditions require a therapeutic dry 
skin product. In numerous tests, Aquacare/HP 
has been shown to be highly effective in the 
treatment of these conditions. 


Aquacare/HP vs. Keri (In-Vivo 
Effectiveness) 


Aquacare/HP Cream was compared to Keri 
Cream to determine in-vivo effectiveness. Five 
elderly volunteer patients with xerosis on the 
lower extremities were selected to participate in 
this study conducted during the winter months 
1972—73. Control cutaneous biopsies of af- 
fected areas were obtained prior to treatment. 
The patients applied the test preparations under 
double blind conditions three times a day for 
three weeks with supervision from a registered 


nurse. 


PHOTOMICROGRAPHS TAKEN PRIOR TO TREATMENT SHOWING HYPERKERATOSIS AND 
INTERSTITIAL EDEMA OF THE DERMAL CONNECTIVE TISSUE. 





ANS & au t= 
LEFT LEG/POST-TREATMENT 
WITH KERI CREAM 


WITH AQUACARE/HP CREAM 


After three weeks of treatment, follow-up biop- 
sies were taken and sent with control specimens 
to James H. Graham, M.D, Director, Section 
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of Dermal Pathobay, California College of 
Medicine, University of California, Irvine, Califor- 
nia. Under double-blind conditions, Dr. Graham 
evaluated the pre and post-treatment specimens. 
Objectively, he was able to distinguish differences 
between the befcre and after treatment tissue 
sections. 

Differences between the post-treatment biopsies 
were somewhat subtle, but Aquacare/HP treated 
areas showed a more normal basket weave 
appearance of tke stratum corneum when com- 
pared to the Ker Cream treated areas, although 
the latter preparation did similarly reduce hyper- 
keratosis. The dermal connective tissue also 
exhibited a more normal architecture in the 
Aquacare/HP treated areas. 


Aquacare vs Keri (Common 


Dry Skin) 

A double-blind ssudy was conducted comparing 
Aquacare Lotior with Keri Lotion in the treat- 
ment of 20 elderly women with dry skin con- 
ditions of the lower legs! Opposite legs were 
treated twice daity with either Aquacare or Keri. 
The condition of the legs was scored weekly on 
a 4 point scale: 9—no scaling (smooth), 1—slight 
scaling, 2—moderate scaling, 3—marked scaling. 
There was a 3 week follow-up period during 
which nothing veas applied. 


AQUACARE LOTION KERI LOTION 


AVERAGE PRE-TREATMENT SEDRE 246 231 
AVERAGE SCORE AFTER 3 WEEK TREATMENT 0.55 0.92 
AVERAGE SCORE 3 WEEKS PRST-TREATMENT 1.77 2.46 


LIGHT 








$44 4 5 
$$ LLL TREATMENT WERKS ——————À L FOLLOW-UP WEEKS 
AVERAGE 3BSERVED SCALING DURING AND AFTER TREATMENT 


Three weeks after therapy ended, the Aquacare 
treated legs were markedly less scaly than the 
Keri treated legs. Aquacare was found to be 
superior in 70% of the cases, and equally effec- 
tive in the remaining 30%. 


'g S. Herbert Laboratories Technical Report No. 8 


Aquacare/FP vs. Calmurid" 
(ichthyosis and Hand Eczema) 

In two separate studies, thirty patients with ich- 
thyotic skin associated with atopic dermatitis 
and 30 patiente with eczematous dermatitis of 
the hands parti-ipated in randomized double- 
blind studies to-evaluate the effects of 
Aquacare/HP and Calmurid? 


* Efficacy comparison of avo dry skin creams containing 10% urea in the 
treatment of ichthyosis nd Hand Eczema, T. Fredrikson, M.D., Vasteras, 
Swewen and L. Gip, M.E.. Sundswall, Sweden 
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After initial ratings, each subject applied the test 
cream twice a day for four weeks. Evaluations 
were made at the end of the 2nd and 4th weeks 
of treatment. TE 

ICTHYOSIS ECZEMA 
STUDY STUDY 


EXPRESSED PREFERENCE 
FOR AQUACARE/HP 





The investigator’s preference, after 4 weeks of 
treatment can be seen in the charts shown. 
These studies demonstrate statistically significant 
efficacy in favor of Aquacere/HP 


Aquacare/HP vs. Valisone" 
(Chronic Hand Eczema) 


A total of nineteen patients participated in a 
double-blind, bilateral, paired comparison study? 
All patients received systemic steroids to sup- 
press their chronic eczematous conditions. One 
group of 7 patients achieved complete remission, 
8 patients achieved partial remission and 4 
patients were dropped from the study for var- 
ious reasons. At the end of systemic therapy 
both groups applied Aquacare/HP Cream to 
one hand and Valisone 0.196 Cream to the other 
in a double-blind manner. Follow-up examina- 
tions were conducted and the patients were 
rated on a continuous scale of 0—4 where 0 in- 
dicated absence and 4 represented severe recur- 
rence of the eczema. 


3 A double-blind study comparing Aquacare’HP Cream to Valisone 0.1% Cream 


in the treatment of chronic Hand Eczema, James W. Burks Ill, M.D., Gary R 


Brown, M.D., A.M. Hegre, M.D. and George Farber, M.D., New Orleans, Louisiana 


RATINGS OF PATIENTS WHO ACHIEVED COMPLETE REMISSION WITH SYSTEMIC STEROIDS 
4 








In summary, when systemic steroids effectively 
ameliorate the symptoms of chronic hand 
eczema, Aquacare/HP appears to be as effec- 
tive as a potent steroid cream in a maintenance 
program. 


H G.S. HERBERT LABORATORIES / rvine, CA 92664, U.S.A 
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Provide your patients with ‘Jpfq/ - 


ROUND THE-CLOCK 


Intensive Benzoyl Peroxide Acne Therapy 





Nighttime 
er! 





VANOXIDE-HC EO 25174: -] 


(Hydrocortisone 0.5%, Benzoyl Peroxide 596, Chlorhydroxyquinoline 0.25%.) 


® Most rapid and dramatic improvement during SB nzagel 


initial therapy period ACNE GEL 


(10% or 5% Benzoyl Peroxide, 6% Polyoxyethylene Laury! Ether, 40% Alcohol.) 


® Bactericidal vs. C. acnes 


l M Maximal Drying and Peeling Antibacteria 
® Superior penetrability into pilosebaceous structures 


Lowest Cost of All Benzoyl Peroxide Gels 


(1) Patient may be transferred to Vanoxide Lotion after initial two week period. 





Remarkable patient acceptance — Outstanding flexibility 


From the Originators of 
Benzoyl Peroxide Acne Therapy. 


WHERE RESEARCH AND ECONOMY COME FIRST! Fort Washington, Pa. 19034 


TVANOXIDE-HC® LOTION — DESCRIPTION: Vanoxide-HC@® Acne Lotion contains (as dispensed) Hydrocortisone 0.5%, Benzoyl Peroxide 5.0% and Chlorhydroxyqu noline 0.259 
incorporated in a water washable, vanishing lotion consisting of propylene, glycol, hydroxyethylcellulose, FD&C color, cholesterol-sterol. cetyl alcohol, propylene glycol stearate, pol) 
sorbate 20, laneth-10 acetate, propylparaben decyl aleate, purcelline oil syn., antioxidants, vegetable oil. methylparaben, tetrasodium EDTA, buffers, cyclohexaneciamine tetraacetic acic 
dimethyl polysiloxane, silica, and purified water. ACTIONS: Provides keratolytic, peeling and drying action. INDICATIONS: An aid in the treatment of acne and oily skin. CONTRAINDIC/ 
TIONS: This product is contraindicated for use by patients having known hypersensitivity to Hydrocortisone, Benzoyl Peroxide, Chlorhydroxyquinoline or any other component of this prey 
aration. Topical steroids are contraindicated in viral diseases of the skin, such as varicella and vaccinia. WARNING — USAGE IN PREGNANCY: Although topical steroids have not bee 
reported to have an adverse effect on the fetus, the Safety of their use during pregnancy has not been absolutely established. Therefore, they should not be used extensively, or i 
sarge amounts, or for prolonged periods of time on pregnant patients. PRECAUTIONS. For external use only. Keep away from eyes. If irritation develops, the produc! should be discontinue 
and appropriate therapy instituted. In the presence of an infection. the use of appropriate antifungal or antibacterial agents should be instituted. If a favorable response does not occu 
promptly, the corticosteroid should be discontinued until the infection has been adequately controlled. If extensive areas are treated, or if the occlusive technique is used. the poss 
bility exists of increased systemic absorption of the corticosteroid and suitable precautions should be taken. Do not add any other medicaments or substances to thi: lotion unles 
specifically directed by physician to do so. Patients should be observed carefully for possibfé local irritation or sensitization during long-term topical therapy. Apply with caution o 
neck and/or other sensitive areas. There may be a slight, transitory stinging or burning sensation on initial application which invariably disappears on continued use. Jitraviolet an 
cold quartz light should be employed in lesser amounts as this lotion is keratolytic and drying. Harsh, abrasive cleansers should not be used simultaneously with this lotion. Colore 
or dyed garments may be bleached by the oxidizing action of Benzoyl Peroxide. Chlorhydroxyquinoline may cause temporary light yellowish skin staining in rare cases. K2ep out of th 
reach of children, ADVERSE REACTIONS: The following local adverse reactions have been reported with topical corticosteroids: burning sensations, itching, irritation, dryness, folliculitis 
secondary infection, skin atrophy striae, hypertrichosis. acneform eruptions, and hypopigmentation. The sensitizing potential of Benzoy! Peroxide and Chlorhydroxyquinoline are lo 

but they can, on occasion, produce allergic reaction Occurrence of excessive redness or peeling indicates that the amount and frequency of application should be reducec. DIRECTIO js 
shake well before using. Apply a small quantity to affected areas with light massaging 1 to 3 times daily in accordance with the physician's directions. (Important! — To the Pharmacis! 
At time of dispensing, add contents of vialt to the bottle. Shake well and/or stir with a glass rod to insure a uniform dispersion. Place expiration date of three (3) months on bottl 


label.) i''Benzie-Pak" vials contain a mixture of Benzoyl Peroxide 35% and Calcium Phosphate 65%. Net weight of each vial is 3.8 grams. HOW SUPPLIED: Bottles, 25 gram: 
CAUTION: Federal law prohibits dispensing without prescription. 


"T0BENZAGEL&-5BENZAGEL — DESCRIPTION: 10% or 5% Benzoyl peroxide, 6% polyoxyethylene lauryl ether and 40% alcohol in an astringent ge! containing colloidal magne 
sium aluminum silicate, hydroxypropylmethylcellulose, citric acid, fragrance and purified water. ACTION: Provides drying, desquamative and antiseptic activity. INDICAT ON: An aid i 
the treatment of acne. DOSAGE AND ADMINISTRATION: Wash affected areas prior to application. Apply once or more daily or as directed by physician. CONTRAINDICATIONS: Should no 
be used by patients having known sensitivity to either Benzoy! peroxide or polyoxyethylene lauryl ether. PRECAUTIONS: For External Use Only. Not for opthalmic use. K2ep away fron 
eyes and mucosae. Very fair individuals should begin with a single application at bedtime allowing overnight medication. May bleach colored fabrics. Keep this and all other medica 
tions out. of the reach of children. CAUTION: Federal law prohibits dispensing without prescription. HOW SUPPLIED: Plastic tubes, 11 oz. and 3 oz. 
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Incontinentia Pigmenti Achromians 


Andrew Griffiths, MB MRCP, Christopher Payne, MB, MRCP 


A patient with ineontinentia pigmenti 
achromians, who was born to consan- 
guineous parents, is described. This is 
the first reported case from Iran, to our 
knowledge. A number of features of this 
disease belong moresproperly to classical 
incontinentia pigmerti. 


eir» Ito described incontinen- 
tia pigmenti achromians (IPA) 
in 1952, there hzve been a total 
of 17 detailed case reports and men- 
tion of five other instances, bringing 
the total number of reported cases to 
22, to our knowledge. There has been 
much discussion about whether there 
is any valid distinetion between true 
incontinentia pigmenti (IP) and IPA. 
We present details of a patient who 
shows many features of both IP and 
IPA. 


REPORT CF A CASE 


A 5-year-old boy had a widespread pig- 
mentary disorder. Hs mother and father 
are maternal first ecasins. The patient is 
the youngest of six children. He has no 
family history of anypigmentary disorder. 
In the secomd monh of gestation, his 
mother was given 25 intramuscular injec- 


Accepted for publicaton Nov 27, 1974. 
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the Christian Hospital (Or. Payne), Shiraz, Iran. 
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for Diseases of the Skir. London. 
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tions; it has not been possible to identify 
these injections. His mother had not had 
any spontaneous abortions or stillbirths. 
At birth, the patient was red all over, but 
there were no vesicles or blisters. Over the 
next few months, the skin gradually dark- 
ened and in some areas it became thick- 
ened. The mother is certain that the dark 
areas appeared, leaving lighter skin be- 
tween, and not the reverse. The pigmenta- 
tion increased during the next two years 
and has since remained unchanged. 
Examination shows a healthy looking 
child with large zones of darker skin alter- 
nating with lighter areas (Fig 1). The 
lighter areas are arranged in streaks, ed- 
dies, and whorls in some sites, and in oth- 
ers they are disposed in a scattered, gut- 
tate pattern. On the patient's back, the 
pattern resembles an inverted Christmas 
tree. Over the buttocks, the lighter areas 
show a circular pattern with the ori- 
entation following the pattern of the der- 
matomes in this region. The process in- 
volves the whole of the cutaneous surface, 
except for the palms and soles. The darker 
skin is accentuated in some areas to form 
verrucous plaques. These verrucous zones 
merge into the darker areas on the trunk 
(Fig 2). The dark plaques tend to break up 
into flat pigmented maculae at the periph- 
ery. Verrucous lesions are present in the 
axillae and sides of the neck, around the 
mouth, in the groins, popliteal spaces, and 
in the natal cleft. Speckly pigmentation su- 
perimposed on the darker skin is seen on 
both lower limbs down to the ankles. The 
mucous membranes are normal. There is 
no abnormality of the hair, teeth, or eyes. 
The nails of the right index and little fin- 
gers are ridged transversely, and all the 
toe nails zre similarly affected. Both little 
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fingers are curved in to the radial aspect. 
There is a clinical suggestion of ocular hy- 
pertelorism, but this has not been investi- 
gated radiologically. Clinical examination 
of other systems, which included the res- 
piratory, cardiovascular, central nervous, 
gastrointestinal, and genitourinary sys- 
tems, showed normal results. 

A skin biopsy specimen taken from a 
darker area at the periphery of the ver- 
rucous region on the upper area of the 
chest showed moderate orthokeratotic hy- 
perkeratosis, without significant acan- 
thosis. There were no degenerative 
changes in the basal zone. A melanin stain 
showed normal melaninization of the epi- 
dermis, with a few scattered foci of mela- 
nin granules free in the upper dermis. A 
second biopsy specimen taken from a 
lighter area immediately adjacent to the 
first biopsy site was entirely normal, both 
in its overall architecture and in the distri- 
bution and concentration of melanin. A 
course of ultraviolet light failed to alter 
the appearance. 


COMMENT 


Incontinentia pigmenti (IP) occurs 
almost exclusively in females; more 
than one member of a family is af- 
fected in almost 40% of cases. It has 
been suggested that IP is inherited 
as an X-linked dominant condition 
which is without exception lethal in 
males. The disease often starts with 
an erythematous or bullous phase and 
is followed by hyperpigmentation 
that takes the form of pigmented 
streaks resembling Chinese charae- 
ters. In some patients, the pattern re- 
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sembles the markings in Italian 
marble. A well defined verrucous 
stage frequently follows. Distinctive 
changes are seen in biopsy specimens 
from the pigmented areas, consisting 
of liquefactive degeneration of the 
basal zone of the epidermis, with ex- 
tensive pigmentary incontinence in 
the upper dermis. 

Incontinentia pigmenti achromians 
is not strictly limited to females, 
since eight of the 22 patients previ- 
ously mentioned were males. The 
clinical pieture of IPA differs from 
that of IP in showing a whorled or 
marbled pattern of lighter-colored 
skin on a darker background. Atten- 
tion has been drawn to the absence in 
IPA of a preceding vesiculobullous or 
inflammatory phase, and to the lack 
of a hyperkeratotic phase. To our 
knowledge, no specific histological 
changes have been reported, but the 
changes of true IP are not found. Fa- 
milial cases have been recorded in a 
mother and three daughters,’ a father 
and possibly paternal uncle and two 
brothers and probably a paternal 
great-aunt.* There is one report of pa- 
rental consanguinity.’ In the remain- 
ing ten cases, there was neither a 
family history of the disorder nor 
known parental consanguinity. 

The features that support the diag- 
nosis of IPA in our patient are male 
sex, the characteristic hypopigmented 
whorls, and slight histological 
changes (male cases of true IP are al- 
most unknown). The occurrence of an 
early erythematous stage followed by 
a hyperkeratotic stage are features 
often seen in true IP. Our patient has 
therefore either IPA with some fea- 
tures of IP, or else he has IP with the 
typical appearance and histology of 
IPA. We suggest that the former ex- 
planation is the most likely. 

The distinction between IP and 
IPA is not always clear-cut. Pinol et 
al' described a mother with IPA that 
was limited to one leg and two daugh- 
ters with classical IP, both with an 
early erythematobullous phase. They 
observed that in one of the girls, the 
hyperpigmented lesions gradually 
faded and turned into variously 
shaped hypopigmented macules, that 
is, IP apparently changing into IPA. 
This instance is of critical impor- 
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Fig 1.—Multiple hypopigmented areas 
interspersed with hyperpigmented areas. 


tance. Unsuccessful attempts were 
made to trace the child for review 
three years later (written communi- 
cation from J.A. Pinol, September 
1974). 

Jelinek et al? reviewed the manifes- 
tations of IPA and tabulated data on 
the previously published cases. Bra- 
verman* found that the skin reflec- 
tance of the lighter areas in IPA was 
identical to that of the uninvolved fa- 
cial skin. He suggested that the 
lighter skin was normal in IPA. The 
assumption that the lighter areas of 
skin in IPA are abnormal results 
from the finding of much larger areas 
of darker abnormal skin abutting on 
the streaks of normal lighter skin. 
Careful examination of our patient 
showed that the dark hyperkeratotic 
zones gradually merged on the trunk 
with the darker nonhyperkeratotic 
zones, suggesting that the two zones 
are but different degrees of the same 
process. The hyperkeratotic areas are 
histologically abnormal, so by infer- 
ence the darker skin on the trunk is 
abnormal rather than the lighter 
area. 

In a number of previous reports of 
IPA, a familial incidence has been 
noted,**’ suggesting that a genetic 
factor is involved. The parents of our 
patient were consanguineous. Genetic 





Fig 2.—Hyperkeratosis over shoulders 
and axilla merging with pigmented lesions 
on trunk. 


factors are probably pertinent to the 
cause of IPA. The patient’s mother 
received unidentified injections in the 
second month of gestation. This is a 
critical period in the development of 
the pigmentary system of the em- 
bryo. The possibility that the injec- 
tions may have damaged the pigmen- 
tary system cannot be excluded. 

We conclude that the absence of 
erythematous and  hyperkeratotic 
phases in IPA are not reliable criteria 
on which to distinguish the condition 
from IP. 
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Desmoplastic Malignant Melanoma 


Gerald E. Frolow, MD Lewis Shapiro, MD; Martin H. Brownstein, MD 


A 68-year-old man sought dermatologic 
attention for a tumor of the arm. Biopsy 
specimen showed abnormal, essentially 
amelanotic, spindle-snaped cells in the 
cutis, greatly fibrotic stroma, and focal 
epidermal invasion. Desmoplastic malig- 
nant melanoma was diagnosed. The 
lesion was widely excised and axillary 
lymphadenectomy pe-formed; one node 
showed metastasis. Nine months later, he 
died with widespread metastatic disease. 
To our knowledge, this is the first report of 
this entity since its eelineation in 1971 
and the only case in which diagnosis was 
established on initial Biopsy and followed 
by definitive therapy. Besmoplastic mela- 
noma has been confused with benign 
fibrosis, invasive fibrcmatosis, and fibro- 
sarcoma, and is anosher example, with 
morpheaform basal cell carcinoma and 
sclerodermoid metas:atic lesions from 
breast carcinoma, in which desmoplastic 
stroma may obscure re epithelial nature 
of cutaneous neoplasm. ; 


T 1971, Conley et al' described seven 

patients with a new clinicopatho- 
logie entity, which they interpreted as 
a variant of spindle eell melanoma and 
named desmoplastic malignant mela- 
noma. We have not seen any subse- 
quent reports of this condition. Our 
purpose here is t» report a new 
example of this tumor that was seen 
in the eontext of dermatologic prac- 
tice and to draw attention to this rare 
but distinctive type of malignant 
melanoma. 


REPORT OF A CASE 
A 68-year-old tugbost sailor complained 


Accepted for publication Dec 5, 1974. 

From the Englewood Hospital, Englewood, 
NJ (Dr. Frolow) and the ;aboratory of Derma- 
topathology, Great Neck, NY (Drs. Shapiro and 
Brownstein). 

Reprintarequests to 185eCedar Lane, Teaneck, 
NJ 07666 (Dr. Frolew). 


Arch Dermato!/Vol 11 , June 1975 


of an enlarging mass on his right arm that 
was present for only four months. Aside 
from slight pruritus, it was asymptomatic. 
There was no history of a lesion, vaccina- 
tion, or trauma at this site. 

Pertinent physical findings were limited 
to the skin. On the right deltoid area (Fig 
1), there was a circular, obtuse, hard, pink 
tumor measuring 3.5 cm in diameter, 
raised 0.5 cm above the level of the adja- 
cent skin. The edges were smocth and 
regular, and the surface was slightly 
macerated and eroded. There was no axil- 
lary or cervical lymphadenopathy. The 
results of routine laboratory studies were 
within the normal range. The clinical 
impression was metastasis or malignant 
lymphoma. A biopsy specimen was inter- 
preted as desmoplastic malignant mela- 
noma, and the tumor was widely excised 
down to fascia, with a border of at least 3 
em all around, and an in-continuity right 
axillary lymph node dissection was per- 
formed. One of 14 lymph nodes examined 
microscopically showed metastatie malig- 
nant melanoma. 

Seven months later, multiple nodules 
appeared in the right scapular, presternal, 
left temporal, and left postauricular areas. 
Chest x-ray films showed masses in the 
lungs that were thought to be metastatic 
lesions. A sxin biopsy showed a malignant 
tumor consistent with malignant mela- 
noma. 

Two months later, the patient died after 
new lesions appeared on his trunk, scalp, 
and neck; x-ray films showed many filling 
defects thrcughout the small intestine that 
were interpreted as metastases. 


COMMENT 


In the seven desmoplastic malig- 
nant melanomas reported by Conley 
and his associates, five were treated 
initially by local excision and two were 
fulgurated without biopsy. Only one 
of the five studied pathologically was 
diagnosed as malignant melanoma, 
but this was considered to be superfi- 
cial. All of the lesions recurred after 





Fig 1.—Clinical appearance of tumor at 
time of biopsy. 
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Fig 2.—Proliferation of atypical melano- 
cytic cells at dermoepidermal junction, 
with migration toward surface (hematoxy- 
lin-eosin, x 140). 
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Fig 3.—Low power view of primary tumor 
showing invasion deep into subcutaneous 
fat (hematoxylin-eosin, x 2). 
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Fig 4.—Invasion of subcutis by amelanotic spindle 


cells (hematoxylin-eosin, x 140). 


an interval of 6 to 24 months and were 
deep hard masses, generally thought 
to represent scar, fibromatosis, or 
fibrosarcoma. Five patients had from 
one to five subsequent recurrences. 
Four of the seven were known to be 
dead from metastatic disease; two 
were living with short periods of 
follow-up; one patient could not be 
followed up. Five of the seven tumors 
were from the head or neck, but this is 
probably because the senior author is 
a head and neck surgeon. 

Our patient is unusual from several 
points of view. The duration of the 
tumor at the time of biopsy was only 
four months, and there was no history 
of an antecedent pigmented lesion, 
contrary to what Conley et al' re- 
ported. Second, the diagnosis of not 
only malignant melanoma, but of 
desmoplastic malignant melanoma, 
was made on the basis of the biopsy. 
Third, the initial surgery was defini- 
tive, and yet a metastasis had already 
developed in a regional lymph node. 

The histologic features in our case 
correspond to those previously report- 
ed. Atypical junctional proliferation 
of melanotic cells with upward epider- 
mal invasion (Fig 2) was present 
focally and permitted the establish- 
ment of the correct diagnosis. The 
tumor was composed of amelanotic 
(even when stained by the Masson- 
Fontana technique) spindle cells sit- 
ting in a dense stroma, invading 
deeply into the dermis and subcuta- 
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Fig 5.—Superficial dermal nest of tumor cells, surrounded 


by argyrophilic reticulum (Laidlaw, x 500). 
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Fig 6.—Metastasis in an axillary lymph 
node (hematoxylin-eosin, x 140). 


neous fat (Fig 3 and 4). In some areas 
Laidlaw reticulum stain showed 
groups of cells surrounded by argyro- 
philic fibers (Fig 5) more suggestive 
of an epithelial than a mesenchymal 
tumor. It is not known whether all of 
the spindle cells are tumor cells or 
whether there is a substantial admix- 
ture of fibroblasts. We found mitoses 
to be rather common, whereas in the 
previously reported cases mitotic ac- 
tivity was stated to be rare. The 
lymph node metastasis in our patient 
was amelanotic and composed of 
spindle cells but lacked the desmo- 
plasia of the primary tumor (Fig 6). 





The desmoplastic stroma was at times 
maintained in the metastases of the 
previously reported cases. 

Unless one is aware of the entity 
under discussion, he may be easily 
misled by the clinical and pathologic 
features of the stroma so as to miss 
the basic melanocytic nature of the 
tumor and the opportunity of a cure. 
Desmoplastic malignant melanoma 
must take its place with other skin 
tumors, such as morpheaform basal 
cell carcinoma and sclerodermoid me- 
tastatic lesions of breast carcinoma, in 
which a fibrotic stroma may obscure 
the epithelial nature of the neo- 
plasm. 

The recognition of the atypical 
junctional melanocytic proliferation 
excludes fibroblastic lesions from di- 
agnostic consideration. Malignant 
blue nevus combines pleomorphic 
spindle cells and a dense stroma but 
lacks atypical melanocytie prolifera- 
tion at the dermoepidermal junction 
and is usually heavily pigmented. 
Lentigo maligna melanoma does show 
junctional changes and frequently is a 
spindle cell tumor, but lacks the dense 
stroma of desmoplastic melanoma. 

Raffaele Lattes, MD, reviewed the histologic 
material and Maurice Ballas, MP, studied the 
tissue removed at the time of surgery and 
permitted us to examine the microscopic 
sections. 
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Pedunculated 


Malignant Melanoma 


John Niven, MD, Jack Lubin, MD 


A woman had a primary pedunculated 
malignant melanoma. This is a rare form 
of presentation and may result in clinical 
confusion with seborrheic keratosis, fi- 
broepithelial papilloma, or granuloma py- 
ogenicum. The aggressive nature of the 
lesion was indicated by the presence of 
erosion and bleeding. Though the tumor 
cells were present only in the peduncu- 
lated mass, it had metastasized to re- 
gional lymph nodes at the time of surgery. 


NM eem melanoma of the skin 
, presenting clinically as a pe- 
dunculated lesion is an exceedingly 
rare occurrence. To our knowledge, 
only three cases have been reported 
in the English language literature. 
One of these was mentioned in pass- 
ing in a review of the clinical man- 
agement of 254 patients with mela- 
noma.' The other cases were reported 
by Shapiro and Bodian.? One of their 
patients, a 55-year-old man, was clini- 
cally diagnosed as having a sebor- 
rheic keratosis of the abdomen. The 
other, a 40-year-old woman was 
thought to have a benign fibroma. In 
our case the true diagnosis was sus- 
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pected clinically, though granuloma 
pyogenicum was considered in the 
differential diagnosis. 


REPORT OF A CASE 


A 68-year-old woman developed a raised 
lesion on her left buttock one year before 
admission. The nodule remained the same 
size until a few months prior to admission 
when it began to enlarge. The lesion was 





Fig 1.—Gross specimen showing pe- 
dunculated nature, deep pigmentation, 
and superficial erosion. 


Fig 2.—Cross section through lesion 
showing pedunculated nature and sharp 
demarcation of deeply pigmented mela- 
noma (hematoxylin-eosin, x 4). 
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ing focus of ulceration of epithelium (at 
left) and nests of tumor cells in dermis 
(hematoxylin-eosin, x 40). 


eroded and bled minimally. Physical exam- 
ination showed no abnormalities, except 
for the lesion on the left buttock, which 
was a pedunculated, reddish-purple nod- 
ule measuring 2.5x1.5x0.5 em. Enlarged 
lymph nodes were palpated in the left in- 
guinal region. The surgical specimen con- 
sisted of the lesion and a wide margin of 
normal surrounding tissue and a biopsy 
specimen of superficial left inguinal lymph 
nodes. 

The primary lesion was purple-red and 
had a pedunculated configuration (Fig 1). 
The cross section of the tumor (Fig 2) 
was grey-black, with a narrow cuffed base 
sharply demarcated by the absence of pig- 
ment. Microscopical examination showed 
that the tumor was composed of nests and 
sheets of cells with pleomorphic nuclei (Fig 


3 and 4). Nucleoli were prominent. Mitotic © 


figures were frequent. Most of the cells 
had abundant eosinophilic cytoplasm, and 
many contained melanin granules. Inva- 
sion of blood vessels was not present. On 
serial sectioning through the entire lesion, 
no junctional activity was found. Focally, 
many portions of the overlying epidermis 
were ulcerated, so that areas of junctional 
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marcation from overlying epidermis and 
bizarre cells with abundant mitotic figures 
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activity may have been lost. 

Metastatic melanoma was found in the 
biopsy specimens from the inguinal lymph 
nodes (Fig 5). Postoperatively, lymphan- 
giogram, liver scan, and whole lung tomo- 
grams were normal. Left radical groin 
dissection was carried out and showed 
metastatic malignant melanoma in the re- 
maining superficial inguinal nodes that 
were removed. 


COMMENT 


The importance of pedunculated 
melanoma lies in the fact that it can 
be clinically confused with similar 
appearing benign skin disorders, in- 
cluding seborrheic keratosis, fibro- 
epithelial papilloma, granuloma pyo- 
genicum, and pedunculated dermal 
nevus. There is a possibility that the 
melanoma in this case developed in a 
preexisting dermal nevus. A case of 
melanoma originating in a dermal 
nevus has been described, however, 
no unequivocal areas of benign nevus 


cells could be found. Since no junc- 


Fig 5.—Inguinal lymph node with nests 
of metastatic tumor extending into medul- 
lary sinusoids (hematoxylin-eosin, x 100). 





tional change could be demonstrated, 
the possibility of a metastatic mela- 
noma has to be considered. We have 
ruled it out because there is no evi- 
dence of another primary melanoma. 
Also, a  pedunculated metastatic 
melanoma is even rarer than a pe- 
dunculated primary melanoma. It is 
most likely that foci of junctional ac- 
tivity were lost when the lesion be- 
came ulcerated. In pedunculated le- 
sions of the skin, especially when 
associated with ulceration and bleed- 
ing, careful pathologic examination is 
very important. 
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Radon Seed Implants 


Residual Radwactivity After 33 Years 


Norman Goldstein, MD 


Radon seeds, formerly used for vascu- 
lar and neoplastic tumors, acne, and 
other dermatological disorders, are 
rarely, if ever, usec today. Because the 
half-life of radon is 3.83 days, these hol- 
low gold seeds filled with radon gas are 
usually left in situ permanently. 

A case is reportec of a woman who had 
seeds implanted 33 "ears ago for a vascu- 
lar lesion. The seecs were removed and 
found to have minute amounts of residual 
radiation but not sufficient to cause radia- 
tion damage. Since seeds are foreign 
bodies, removal is »ecommended if they 
are easily accessibe. 


mpiantation of radon seeds into 

the skin is rarely performed to- 
day. Because the aalf-life of radon is 
only 3.83 days and the useful radia- 
tion from a rador seed is reportedly 
from one week to ~wo months,'? these 
seeds were usually left in situ per- 
manently. In concrast, radium nee- 
dles with a half-ife of 1,600 years 
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must be removed from tissue after 
the desired therapy is completed. 

The following report describes the 
case of a woman who had two radon 
seeds implanted for treatment of a 
vascular lesion of her lip at 6 months 
of age. When the radon seeds were 
removed 33 years later, radioactivity 
was still detected. 


REPORT OF A CASE 


A 32-year-old woman who came to the 
office for therapy of plantar verrucae in 
December 1972 was noted to have an 
asymptomatic lip lesion. The right side 
of the upper lip was hyperpigmented, 
atrophic, and had fine telangiectasia 
around a shiny gold-colored metallic ob- 
ject, visible just under the surface of the 
skin (Fig 1). 

Her history disclosed that she had a vas- 
cular tumor of the lip treated by radon 
seed implantation at the age of 6 months. 
Further information was not obtainable. 
Neither the woman nor her husband were 
concerned about the gold implant nor the 
appearance of the lip. 

An x-ray film examination of the lip 
showed two metallic objects in the right 
side of the upper lip (Fig 2). One of the 
metallic objects was easily removed after 
superficial incision. The radon seed was 
identified by a radiation oncologist who 
determined that there was residual radio- 
activity of 0.2 milliroentgens/hr at the sur- 


face of the seed. The radiation was deter- 
mined with a beryllium window ionization 
chamber. 

The second radon seed (Fig 3) was re- 
moved during subsequent surgical repair 
of the lip. The histological examination of 
the tissue showed the epidermis to be ex- 
tremely thin. Extensive basophilic degen- 
eration of eollagen surrounded an encapsu- 
lated space that contained the radon seed 
(Fig 4). The wall of the cystic space was 
composed of dense strands of collagen and 
scattered aggregates of chronic inflamma- 
tory cells. No malignant changes were 
seen. 


COMMENT 


Now that other therapeutic means 
are available to treat neoplasms, vas- 
cular tumors, acne, and other der- 
matological disorders, radon seeds 
have become a rarity. The hollow gold 
seeds weigh only 30.5 mg and are 
4x0.75 mm wide with a wall thick- 
ness of 0.3 mm. 

. According to J. B. Howell, MD 
(written communication, Aug 16, 
1973), radon seeds were used years 
ago at several medical centers, espe- 
cially in New York City and in St. 
Louis. In 1971, Auerbach and Pearl- 
stein? reperted a case of radiation 
dermatitis secondary to radon 
"needle" implantation as therapy for 
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facial acne 25 years previously. It was 
pointed out‘ that the gold implants 
were actually radon seeds and not 
“needles.” Auerbach and Pearlstein 
used the preferred “seeds” in their 
more recent report of the same case.’ 

Downing and Folan* in 1953 re- 
ported a case of ulceration of the chin 
in a 45-year-old schoolteacher who 
was treated with radon-seed implan- 
tation for a basal cell epithelioma 20 
years previously. Two of the four 
seeds extruded as foreign-body reac- 
tions. They commented that the 
deeper seeds would probably cause no 
trouble, and the seeds were allowed to 
remain. 

Radon seeds have been used for 
therapy of neoplasms other than cu- 
taneous. Graham et al' reviewed the 
late effects of radon seeds at Roswell 
Park Memorial Institute. They en- 
countered a vesicocervical fistula, 19 
years after radon seed implantation 
for cervical cancer, as well as three 
recurrences of tumor 12, 20, and 21 
years after implantation of radon 
seeds into the cervix; all were seen in 
a three-month period in 1959 at that 





Fig 1.—Radon seed (arrow) implanted into lip 33 years ago. 


Surrounding radiation dermatitis noted. 


Fig 2.—Right upper lip and teeth showing two linear metallic 


objects. 
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institute. These authors also used a 
scintillation counter to scan 18 pa- 
tients who had seeds implanted be- 
tween 1930 and 1947. Only three had 
no activity recorded, but the remain- 
ing 15 had pelvic radiation ranging 
from 16% to 13776 above background. 

An extensive discussion of the 
physies of radiation therapy is be- 
yond the scope of this presentation. 
This may be found readily else- 
where.*-^ 

It might be mentioned, in brief re- 
view, that in order for a radioactive 
substance to be useful clinically, cer- 
tain conditions must be met: 

1. Reasonably small amounts must 
emit usable quantities of radiation. 

2. The radiation must be suff- 
ciently penetrating to reach the cells 
to be treated. 

3. The life of the substance must be 
long enough to allow reasonable ap- 
plieation times.* 

Radium and its direct product, ra- 
don (Fig 5) have been the most often 
employed implant agents. Radon, like 
radium itself, has little value, for it 
emits only alpha rays. The decay 


«die tn 


products radium B and radium C emit 
beta and gamma rays that are of 
therapeutic importance. 

This case report and others cited in 
the literature confirm the fact that 
"spent" radon seeds are not in- 
nocuous and indeed continue to emit 
radiation for many years. Webster's 
Seventh New Collegiate Dictionary 
defines "spent" as "drained of energy 
or effectiveness." Energy and effec- 
tiveness are relative terms, to be 
sure. 

Despite the fact that radiation was 
detected in these seeds, it should be 
emphasized that the amount (two seeds 
X0.0002 roentgen/hrx24 hour x 365 
daysx32 years=11.127 rads) is so 
small that it could not cause fur- 
ther radiation dermatitis. 

Perhaps patients with radon seed 
implants should be called back period- 
ieally for reevaluation and removal of 
easily aecessible seeds. This would be 
especially true if radiation dermatitis 
is found in these seeded fields and the 
fields were continuously exposed to 
further radiation, such as Hawaiian 
sunlight. 
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Fig 3—Radon seed and paper clip for 
size comparison. 





Fig 4.—Radon seec implant site in right 
upper lip. Gold seed was found in cystic 
space. Marked basopailic degeneration of 
collagen, then epiderrris, but no neoplastic 
changes are seen (hematoxylin-eosin, 
original maenification x 40). 
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Fig 5.—Disintegration of radium and its immediate descendants. 


Since submission of this report, Eh- 
lers has presented an article on the 
use of rings of radon seeds for con- 
servative therapy of melanoma and 
other tumors of the eye." 
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Sensory Radicular 


Neuropathy 


Ronald J. Stanley, MD; Elliot M. Puritz, MD; 


Robert A. Briggaman, MD; Clayton E. Wheeler, Jr., MD 


A patient had sensory radicular neurop- 
athy. The patient demonstrated features 
characteristic of this entity: (1) recurrent 
trophic ulcerations of the hands and feet, 
(2) onset in early adulthood, (3) distal, 
dissociated loss of pain and temperature 
sensation far out of proportion to the loss 
of other sensory perceptions, and (4) 
complete sparing of motor function. 


n 1951 Denny-Brown' described 
the entity hereditary sensory ra- 
dicular neuropathy as characterized 
by the onset in childhood or the early 
adult years of sensorineural hearing 
loss and progressive diminution of 
pain sensation in the distal part of 
the limbs, with neurotrophic sequelae. 
Since the publication of Denny- 
Brown’s original description, only one 
report of the disease has appeared in 
the American dermatologic litera- 
ture. We wish to report a case of sen- 
sory radicular neuropathy in order to 
reacquaint the dermatologist with 
the cutaneous manifestations of this 
condition. 
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REPORT OF A CASE 


A 20-year-old man was admitted to the 
North Carolina Memorial Hospital in Octo- 
ber 1973. He had a history of good health 
until five to six years previously when he 
noticed decreased hearing bilaterally and 
decreased sensation to pain and tempera- 
ture in his finger tips. The sensory loss pro- 
gressed during the next few years and re- 
sulted in numerous burns and traumatic 
ulcers of all digits. No symptoms of Ray- 
naud disease were present. In 1970, the 
right third finger was amputated at the 
distal interphalangeal joint because of os- 
teomyelitis. During a period of two years 
prior to admission, the patient noticed 
painless, progressive swelling of both legs 
accompanied by fever and chills. This 
swelling forced him to leave his job as a 
truck driver one year before admission. 
Five months prior to admission, a hearing 
aid was obtained that enabled him to carry 
on an adequate conversation. 

The patient's mother died in 1965 of un- 
known causes, while the state of his fa- 
ther's health is not known. There are no 
siblings. Of possible significance is the 
presence of a maternal uncle who has been 
a deaf-mute for years. 

Physical examination showed brawny 
edema of the lower extremities, with sev- 
eral infected ulcerations on the fingers and 
toes (Fig 1 and 2). There were numerous 
scars from previous trauma to the hands 
and feet. The right third finger had been 
surgically amputated at the distal inter- 
phalangeal joint. Neurological examina- 
tion disclosed severely decreased sensation 
to pain and temperature in all four ex- 


tremities symmetrically, worse distally, 
but extending as far proximally as the el- 
bows and mid-thighs. Vibratory, position, 
and light touch sensations were normal, or 
only minimally decreased. Pain and tem- 
perature sensations were intact on the 
trunk and face. There was no motor weak- 
ness, muscle atrophy or evidence of mental 
retardation. Deep tendon reflexes were 
generally hypoactive. Hearing was se- 
verely decreased bilaterally. The tympanic 
membranes were clear. The Weber test 
lateralized to the right, and air conduction 
exceeded bone conduction. The remainder 
of the cranial nerves were normal. 

An audiogram revealed severe bilateral 
sensorineural hearing loss. Electromyog- 
raphy showed complete absence of z sen- 
sory evoked potential with normal motor 
conduction velocity. The electroenceph- 
alogram was abnormal, with generalized 
dysrhythmie slowing and high voltage 
bursts of unilateral and bilateral delta 
waves without clear unilateral  pre- 
dominance. Roentgenograms of the hands 
and feet showed osseous loss of the distal 
phalanx or tuft of several fingers and toes 
consistent with a neurotrophic process (Fig 
3). Bacterial culture studies of specimens 
taken from the ulcerated finger tips 
showed a growth of coagulase-positive 
Staphlococcus and a light growth (less 
than 50 colonies) of Pseudomonas azrugi- 
nosa. Candida albicans was also grown 
from specimens taken from the ulcerated 
areas. 

Serum protein electrophoresis showed 
diffuse hypergammaglobulinemia. Immu- 
noelectrophoresis disclosed a moderately 
increased IgG level, a normal IgM level, 
and slightly increased IgA level. Indura- 
tion, given in millimeters of skin affected, 
was produced by purified protein ceriva- 
tive, intermediate strength (5 mm); mo- 
nilia (25 mm); and mumps (15 mm). Tests 
for antinuclear antibody, lupus erythema- 
tosus, rheumatoid factor, and VDRL test 
for syphilis were negative. Normal values 
were found for prothrombin time, fasting 
blood glucose, glucose tolerance test, hema- 
tocrit reading, complete blood cell count 
and differential, Westergren sedimenta- 
tion rate, platelet count, serum iron and to- 
tal iron-binding capacity, serum B,, and 
folate, complement, sickle cell preparation, 
cholesterol, triglycerides, cryoglcbulins, 
blood urea nitrogen, creatinine, chloride, 
sodium, potassium, albumin, calcium, phos- 
phorus, bilirubin, alkaline phosphatase, se- 
rum glutamic oxaloacetic transaminase, 
lactic dehydrogenase, and uric acid. The 
urinary porphyrin and heavy metal levels 
were normal. A chest x-ray film, cervical 
spine x-ray films, and electrocardiogram 
were also normal. 
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Fig 1.—Trophic ulcerations of fingers. 


On the eighth day of hospitalization, the 
patient developed cellulitis of his left leg; 
there was swelling, warmth, redness, and a 
temperature of 38.9 C (102 F). Blood and 
urine culture studies showed no pathogens. 
Treatment withclindamycin, 150 mg, four 
times a day, was initiated resulting in 
rapid clearing of the cellulitis and dis- 
appearance of fever. During hospitaliza- 
tion, the ulcerations en the patient's ex- 
tremities were treated with an ointment 
comprised of neomycin, bacitracin, and 
polymyxin as well as wet to dry dressings 
and bed rest. 

Since discharge, the patient has been 
seen several times in tne outpatient clinic. 
The hearing and sersory loss have re- 
mained essentially uncnanged, and he con- 
tinues te suffer frequent trauma to his 
hands and feet. 


COMMENT 


In 1942 Hicks’ described ten mem- 
bers in four generations of a family 
who manifested deafness, shooting 
pains about the body, and painless 
“hereditary perforating ulcer of the 
foot.” “Acropathie ulcero-mutilante 
familiale,” apparently a similar en- 
tity, was described by Thévenard'* in 
1942. In 1951, Denry-Brown' coined 
the descriptive name “hereditary sen- 
sory radicular neurepathy” and em- 
phasizec that the cendition occurred 
in both a familial and sporadic fash- 
ion. The hereditary form, transmitted 
as an autosomal dominant trait with 
incomplete penetrance, affects male 
and female patients equally. 

The clinical features of sensory ra- 
dicular neuropathy are similar in the 
hereditary and sporadic cases. Symp- 
toms first appear between the second 
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Fig 2.—Ulcerations, chronic lymphedema, and scarring of 


lower extremities. 


and third decades. The initial mani- 
festation is frequently the appear- 
ance of indolent trophic ulcerations of 
the feet. Such ulcerations, the result 
of repeated trauma to sensory-de- 
prived extremities, eventually appear 
on the fingers and hands of about half 
of the patients. Neurologic examina- 
tion shows loss of pain and tempera- 
ture sensation far out of proportion 
to loss of touch, vibratory, or position 
sensation. The sensory loss extends 
proximally until there is virtual ab- 
sence of pain and temperature per- 
ception below the elbows and knees, 
which is found in a stocking and glove 
distribution. In the case reported by 
Moschella and Wire; the cutaneous 
axon reflex was abnormal, as demon- 
strated by wheal formation without a 


Fig 3.—Osseous loss of distal tufts of 
several fingers. Third distal phalaynx has 
been surgically removed. 





subsequent flare after intradermal 
injection of histamine. However, 
Schoene et al* found that two sisters 
with the disease had a normal axon 
reflex. Intradermal histamine was 
not administered to our patient. 
Sweating and other autonomic re- 
sponses are normal. Although deep 
tendon reflexes tend to be depressed 
early in the disease, and may be com- 
pletely absent as the condition pro- 
gresses, motor function is character- 
istically spared and muscle strength 
is maintained. Lancinating pains in 
the extremities similar to those of 
tabes dorsalis often appear months to 
years after the onset of the neuropa- 
thy. 

Sensorineural deafness occurs in 
both the sporadic and familial forms 
of sensory radicular neuropathy. The 
hearing deficit, usually progressive 
and bilateral, most often follows the 
onset of the acral sensory changes. 
Involvement of other cranial nerves 
is unusual. 

Microscopical examination of in- 
volved peripheral nerves shows non- 
specific changes, including demyeli- 
nation, axon loss, Schwann cell 
proliferation, and endoneural fibro- 
sis. Schoene et al* described the 
presence of vacuolated endoneural fi- 
broblasts found during electron mi- 
croscopical examination of peripheral 
nerves from two sisters with heredi- 
tary sensory neuropathy. One of 
Denny-Brown’s patients evidenced 
degeneration and loss of dorsal roots 
and dorsal ganglia, as seen at post- 
mortem examination. The impor- 
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tance of these morphologie altera- 
tions is not clear. 

In our case, neuropathies associated 
with tabes dorsalis, pernicious ane- 
mia, diabetes mellitus, heavy metal 
intoxieation, and  porphyria were 
ruled out by the appropriate labora- 
tory examinations showing negative 
tests and by the absence of motor sys- 
tem involvement. Lack of motor in- 
volvement also militates against a 
diagnosis of syringomyelia, leprosy, 
or amyloidosis. Although loss of pain 
and temperature sensation may occur 
early in the course of syringomyelia, 
characteristically the distal part of 
the upper extremities is involved and 
hearing is maintained. Occasionally, 
amyloid neuropathy may be associ- 
ated with deafness; eighth nerve in- 
volvement is rare in Hansen disease. 
A sural nerve biopsy would have been 
useful in ruling out amyloidosis and 
leprosy, but was thought to be con- 
traindicated because of the patient's 
persistent leg edema and consequent 
poor wound healing. Also, the histo- 
logic changes noted in involved 
nerves of sensory radicular neuropa- 
thy were not specific. 


l. Denny-Brown D: Hereditary sensory ra- 
dicular neuropathy. J Neurol Neurosurg Psychi- 
atry 14:237-252, 1951. 

2. Moschella S, Wire GE: Sensory radicular 
neuropathy of the hereditary type. Arch Derma- 
tol 94:449-453, 1966. 

3. Hicks E: Hereditary perforating ulcer of 
the foot. Lancet 1:319-321, 1942. 

4. Thévenard A: L’acropathie ulcero-mutilante 
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It was thought that clinically and 
historically the brawny edema of this 
patient’s lower extremities was sec- 
ondary to repeated episodes of cellu- 
litis, probably originating from the 
trophic ulcerations of both feet. 
Brawny edema has been previously 
noted in patients with hereditary 
sensory radicular neuropathy,’* al- 
though no explanation as to etiology 
was given in either report. 

The electroencephalogram is usu- 
ally normal in patients with heredi- 
tary sensory radicular neuropathy. 
The significance of our patient’s ab- 
normal tracing is not clear. 

Two other rare sensory neurop- 
athies, differing from sensory radicu- 
lar neuropathy in that their onset is 
within the first few years of life, 
should be mentioned. Congenital in- 
difference to pain? is characterized by 
analgesia involving the entire body. 
Hearing is normal and there are no 
demonstrable histologic abnormal- 
ities of peripheral nerves. Other sen- 
sory perceptions as well as motor 
function are not affected. Patients 
with congenital sensory neuropathy” 
manifest analgesia and loss of touch, 
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position, vibratory, and temperature 
perception on the extremities and 
variable areas of the trunk. Hearing 
and motor function are normal. Nerve 
biopsy demonstrates an absence of 
sensory end organs in the skin and a 
deficiency of myelinated nerve fibers. 

Our patient exhibits most of the 
features necessary for the diagnosis 
of sensory radicular neuropathy: (1) 
onset in early adulthood, (2) distal 
dissociated loss of pain and tempera- 
ture sensation, (3) recurrent trophic 
ulcerations of the hands and fee:, (4) 
sensorineural hearing loss, and (5) 
complete sparing of motor function. 
Lightning pains have not yet ap- 
peared, but such pains may not be- 
come apparent for a variable time af- 
ter the onset of the disease and may, 
on occasion, never occur. It is difficult 
to know whether in our patient, the 
disease is inherited or sporadic, for al- 
though the condition was not present 
in either parent, a maternal uncle 
was said to have been deaf. 
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Acral Keratoderma 


Lee T. Nesbitt, Jr., MD; Henry Rothschild, MD, PhD; Herbert Ichinose, MD; 


William Stein III, MD; Linda Levy 


Three siblings displayed an unusual 
form of keratoderma characterized by 
diffuse and striate hyperkeratosis of the 
palms and soles, hyperkeratotic plaques 
over the dorsum of the hands ard toes, 
and linear hyperkeratotic lesions over the 
Achilles tendon areas, ankles, elbows, 
and knees. The predominant location of 
these lesions led to the term acral kera- 
toderma for this disorder. Histologically, 
besides thickening of all epidermel layers 


he disorders known as palmoplan- 
tar keratodermas comprise a 
number of different clinical entities. 
While the most important features in 
classification are the specific morphol- 
ogy and distribution of the hyperkera- 
tosis, additional criteria have been 
utilized for grouping patients with 
keratoderma into various syn- 
dromes.'* These include (1) evidence 
for genetic transmission and partic- 
ular inheritance pattern, (2) presence 
of skin lesions on areas other than 
palms and soles, (3) other ectodermal 
or systemic abnormalities, (4) age of 
onset of the keratoderma, (5) severity 
and prognosis of the disease process, 
and (6) histopathologic findings. 
This report concerns a family in 
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with that of the stratum corneum being 
most notable, various dyskeratotic 
changes were evident in the epidermis. 
Pedigree analysis of the family suggested 
an autosomal recessive inheritance pat- 
tern. There were similarities and differ- 
ences between the type of keratoderma 
displayed by these three patients and that 


of patients described previously with the 


disorder known as keratoma hereditarium 
mutilans. 


which three siblings displayed a form 
of keratoderma not classifiable into 
one of the recognized clinical types by 
use of these criteria. The purpose of 
this report is to describe this unusual 
dermatosis and, empbasizing these 
criteria for elassification, to discuss its 
relationship to similar entities re- 
ported previously including the syn- 
drome described by Vohwinkel under 
the title "keratoma hereditarium mu- 
tilans."* 


REPORT OF CASES 


Case 1.— The proband, a 17-year-old black 
woman, was first referred to Charity 
Hospital in New Orleans in March 1972, for 
evaluation of a band-like constriction that 
had been present for several months at the 
base of the left fifth toe. A similar 
constricting band had previously encircled 
the right fifth toe in 1971, and, after 
approximately 12 months, had produced 
autoamputation of that digit. The process 
was painless and caused ne great disability 
but was distressing to her cosmetically. 

During early adolescence, she had begun 
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Fig 1.—Palmar keratoderma. Note striate hyperkeratosis of digits and cobblestone 
appearance over thenar eminences (patient 1). 
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metacarpophalangeal joints (patient 1). 


to notice thickening of the skin of the 
palms and soles, the dorsum of the fingers 
and hands, ankles, knees, and right elbow. 
The thickening had initially been progres- 
sive, but no increase in severity had 
occurred for approximately two years prior 
to our examination. 

Physical examination findings were nor- 
mal except for the skin of the extremities. 
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Fig 2.—Hyperkeratosis on dorsum of hands. Note plaques with pebbly surface on 





A marked, slightly yellowish, hyperkera- 
totic thickening was present on the palms 
and soles. It was diffuse in most areas with 
a slightly roughened surface but was 
distinctly striate on the palmar surface of 
the fingers where it extended to the distal 
interphalangeal joints (Fig 1). The hyper- 
keratosis was present on the wrists, the 
dorsum of the fingers and toes, and the 


lateral aspect of the feet where it assumed 
a cobblestone appearance. Hy perkeratotic 
plaques with a pebbly surface occurred 
over the metacarpophalangeal and prox- 
imal interphalangeal joints of the fingers 
(Fig 2). Linear hyperkeratosis was present 
on the skin over the Achilles tendons, 
lateral malleolar areas of the ankles, and 
left elbow. Large oval plaques, with linear 
extensions at the superior margins, oc- 
curred on the extensor surfaces of both 
knees (Fig 3). The right fifth toe was 
missing and a constricting fibrous band 
completely encircled the left fifth toe at its 
base. Distal to the band, the digit was 
swollen and slightly dusky-blue (Fig 4). 
There were no abnormalities of the hair, 
nails, or teeth. 

Routine laboratory examination results 
were all within normal limits. X-Ray film 
examination of the feet showed a missing 
distal phalanx of the right fifth toe and 
bony irregularity of the proximal and 
distal phalanges of the left fifth toe. 

The band encircling the left fifth digit 
slowly became more constricting. Injection 
into the band of a suspension containing 5 
mg/ml triamcinolone acetonide was with- 
out benefit. Approximately eight months 
following our initial examination, there 
was almost complete strangulation of the 
digit with gangrene of its distal portion 
(Fig 5). The digit autoamputated at the 
proximal interphalangeal joint shortly 
thereafter. No additional ainhum-like le- 
sions have developed in more than a year of 
follow-up care. 

CasE 2.—A 19-year-old male sibling of the 
proband was first examined by us in May 
1973. He became aware of thickening of 
the skin of the hands and feet in early 
adolescence, but neither he nor his parents 
were able to specify a partieular age of 
onset. No increase in severity of these 
lesions has been noted in the past few 
years. 

Examination showed diffuse thickening 
of the skin of the palms and soles, with 
striate hyperkeratosis on the palmar 
aspect of the fingers extending to the 
distal interphalangeal joints. Hyperkera- 
tosis was also present on the wrists and on 
the dorsum of the fingers and toes. A 
cobblestone-type surface was present over 
the thenar eminences. On the dorsum of 
the proximal interphalangeal joints of the 
fingers and toes were well-circumscribed 
hyperkeratotic lesions, some with a pebbly 
surface. Over the Achilles tendons and 
right elbow, the hyperkeratosis was linear. 
No constricting bands were present around 
any digits. The remainder of the physical 
examination findings including hair, nails, 
and teeth were normal. 

Case 3.—A 2-year-old female sibling of 
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the proband was first examined by us in 
May 1973. The family was unaware that 
the child had any cutaneous abnormalities. 
There had been no-histery of trauma to the 
feet, and the child rare:y wore shoes. 

Physical examination showed moderate 
linear hyperkeratosis over the Achilles 
tendon areas and moderate circumscribed 
hyperkeratosis over the dorsum of the 
proximal interphalangeal joints of both 
fourth and fifth toes. No palm or sole 
lesions or constricting bands of any digits 
were present. The remainder of the exami- 
nation findings including hair, nails, and 
teeth, were normal. 


FAMILY STUDY 


The seven other siblings and par- 
ents of these cases had complete 
physical examinations, and none were 
found to have any cutaneous abnor- 
malities. A pedigree of the family is 
shown in Fig 6. 

Audiograms on our patients and all 
their family members were complete- 
ly within normal limits with no 
evidence of neural high frequency 
hearing loss. Urine and serum acid 
mucopolysaccharide and hydroxypro- 
line studies were performed on all 
family members ane were normal. 


HISTOPATHOLOG:CAL FINDINGS 


Biopsy specimens were taken from 
the skin of the paim, knuckle, and 
knee of the proband. from the knuckle 
of patient 2, and from the Achilles 
tendon area of patient 3. Routine 
sections were performed and stained 
with hematoxylin-eesin and with the 
Ayoub-Shklar stain ‘or keratin. These 
sections exhibited two major histo- 
logic changes: (1) epidermal hyper- 
plasia and cempact hyperkeratosis, 
and (2) focal dyskeratosis, which was 
most striking in the Malpighian layer. 
In patient 1, the autoamputated toe 
showed gangrenous necrosis and prox- 
imal “constriction.” The histologic 
changes of this specimen did not vary 
greatly from those of ainhum speci- 
mens of other patients that we have 
examined. 

All five biopsy specimens showed a 
substantial degree »f compact hyper- 
keratosis (Fig 7). The granular layer 
was thickened as compared to that of 
six control biopsy specimens taken 
from comparable sites in normal 
individuals. The rete pattern was that 


Arch Dermatol. Vol 171, June 1975 





a) ee 
LM NER 


Fig 3.—Hyperkeratotic plaques on knees with slight linear accentuation at the superior 


margins (patient 1). 


of regular elongation of the ridges. 
Some degree of papillomatosis was 
regularly present. 

With the Ayoub-Shklar keratin 
stain, all five lesions exhibited some 
abnormal staining features. The most 
common change was that of single 
prickle cells that contained dense 
orange aggregates in the superior 
(apical) portions of their cytoplasm 
(Fig 8). Other prickle cells in the 
Malpighian layer contained kerato- 
hyalin-like bodies within cytoplasmic 
vacuoles. Another type of dyskeratotic 
prickle cell was characterized by an 
elongated, deep orange staining cyto- 
plasmic process regularly directed 
toward the surface (Fig 8, inset). 
Under polarized light, these processes 
and the apical aggregates were both 
brightly birefringent. Enlarged 
spherical dyskeratotic cells were also 
present, usually in the basal or supra- 
basal layers. This type of dyskeratosis 
seemed to be inversely related to 
pronounced tonofibrillar staining that 
was best developed in the palmar 
lesion of patient 1. 

The general features of epidermal 
hyperplasia could not be correlated 
with the various dyskeratotic phenom- 
enon observed on the keratin stains. 
The latter stains, however, indicate 
that the keratinization process is 


occurring prematurely in the supra- 
basilar or neighboring midzone of the 
Malpighian layer. 


COMMENT 


Strict classification of the palmo- 
plantar keratodermas is difficult. Un- 
til the pathophysiologic mechanisms 
of the various types are clarified, 
complete understanding and syste- 
matic classification of these disorders 
is not possible. At the present time, 
however, use of the criteria listed in 
the introduction offers the best means 
of separating and categorizing most 
forms of palmoplantar hyperkerato- 
sis. 

We believe that the three siblings ir 
this report have a distinctive disorder 
that fails te fit into any recognized 
category of  palmoplantar kerato- 
derma. Some of the important clinical 
features of this process are (1) 
morphology of palm and sole lesions 
consisting of both diffuse and striate 
hyperkeratosis; (2) distribution of 
lesions not on the palms and soles that 
consist of both plaques and linear 
lesions on other acral surfaces of the 
extremities; (3) apparent lack of other 
ectodermal or systemic abnormalities 
including hearing deficit; (4) clinical 
manifestations either having their 
onset or becoming most evident after 


Acral Keratoderma/Nesbitt et al 765 


= TM —À 


hao 
AN 
DN 


i dE. 2 m 
: A UU x Re 2 a i 
INNEN CELO s ENG 
Kc MUS PN MORS, S , 1 i 
) Th i i 


. ree 
40, SNE ge NC 
ir Gus 


Fig 4.—Constricting band at base of left fifth toe. Also note 
cobblestone appearance on lateral aspect of foot and linear 


hyperkeratosis of ankle (patient 1). 


puberty; (5) apparent limitation of 
progression of the hyperkeratosis af- 
ter initial involvement; and (6) prog- 
nosis that includes the possibility of 
pseudoainhum, as seen in the pro- 
band. 

The histopathologic changes of 
marked hyperkeratosis, acanthosis, 
and a thickened granular layer were 
to be anticipated from the clinical 
presentation of our patients, showing 
essentially the findings that have 
been noted in most other types of 
keratoderma.” The dyskeratotic 
changes, however, were unexpected 
and seem sufficiently distinctive to 
allow provisional separation from oth- 
er forms of palmoplantar kerato- 
derma. Dyskeratosis may also be seen 
in biopsy specimens of epidermolytic 
hyperkeratosis, but histologic identifi- 
cation of this process is readily distin- 
guished by the striking vacuolar 
degeneration of cytoplasm in cells of 
the stratum spinosum." Epidermo- 
lytic hyperkeratosis has been seen in 
certain cases of keratoderma plantaris 
et palmaris,- but it was clearly 
absent in the biopsy specimens from 
our patients. Comparison of the dys- 
keratotic changes seen in our patients 
with all prior reported cases of kera- 
toderma could not be completely 
accomplished, but to our knowledge, 
no report of similar dyskeratosis asso- 
ciated with palmoplantar hyperkera- 
tosis is present in the literature. 

Pedigree analysis of the family (Fig 
6) suggests an autosomal recessive 
inheritance pattern. There was in- 
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volvement of only one generation in 
which three (two females and one 
male) of ten siblings were affected 
with the disorder. Although consan- 
guinity could not be demonstrated, 
the families of both the mother and 
father had lived in close proximity for 
several generations in a small remote 
area of Louisiana. 

Because of the predominant acral 
location of hyperkeratosis, we have 
chosen acral keratoderma as the name 
for the disorder in these three 
patients. The form of keratoderma 
most likely to be confused with that of 
our patients is the type described in 
1929 under the title keratoma heredi- 
tarium mutilans* by Vohwinkel. He 
reported the case of a 24-year-old 
woman with rapidly progressive kera- 
toderma affecting acral areas that 
began in her second’ year of life. 
The palmoplantar hyperkeratosis de- 
scribed was clinically different from 
that of our patients by having a much 
more roughened surface, a narrow 
reddish-blue border at its periphery, 
and the absence of striate lesions on 
the digits. Early in her second decade, 
pseudoainhum developed in the mid- 
phalangeal region of several fingers 
that were subsequently autoamputat- 
ed. The process was extremely muti- 
lating, producing a resemblance to 
“claw hands.” One of the patient’s two 
children, a girl of 14 months, also 
developed diffuse hyperkeratosis of 
the palms and soles with a narrow 
livid-red border. Involvement of suc- 
cessive generations in this family 





Fig 5.—Constricting band at base of left fifth toe with darkening 
of digit, prior to complete gangrenous amputation patient 1). 


indicates a dominant mode of irheri- 
tance. 

An isolated case almost identical in 
appearance to that reported by Voh- 
winkel was described im 1929 by 
Wigley.* The patient was a 10-year- 
old girl with keratoderma that began 
at approximately 3 months of age. 
Reticulated hyperkeratosis with z red- 
dened inflammatory border occurred 
on the skin of her palms and soles, and 
star-shaped lesions were present over 
the knuckles and right knee. Con- 
stricting bands of the fingers began 
to appear at age 7 and produced loss of 
several digits. 

In 1966,-Gibbs and Frank" reported 
the case of a 19-year-old woman with 
marked keratoderma that began at 3 
months of age. The diffuse hyperkera- 
tosis of palms and soles was extremely 
mutilating and progressive. Starfish- 
shaped lesions were present ove> the 
knuckles and hyperkeratotie lesions 
occurred on other acral surfaces of the 
extremities. Ainhum-like constriction 
of all toes began in her second deeade. 
Other abnormalities present in this 
patient were diffuse alopecia and bi- 
lateral high frequency neural hearing 
loss. By history, the patient’s father 
had similar palmoplantar hyperkera- 
tosis and hearing loss, indicating a 
dominant pattern of inheritance. The 
authors classified this disorder as 
keratoma hereditarium mutilans. 

Three other cases reported in the 
world’s literature''^? probably are also 
representative of keratoma heredi- 
tarium mutilans, but definite classifi- 
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cation is prewented because of ex- 
tremely limited deseription. Mention 
of family history is made in only one 
of these cases? wita involvement of 
successive generations indicating 
dominant inheritane. 

In a patient wth palmoplantar 
hyperkeratosis, pseedoainhum of the 
digits in itself is notenough to allow a 
diagnosis of keratema hereditarium 
mutilans. Other clinzal forms of kera- 
toderma have at times also displayed 
constriction and loss of digits."^?* In 
these instances, as n the proband of 
this report, the smzll toe is the digit 
invariably involved. Although some of 
these cases ?^^? have occasionally been 
falsely referenced as keratoma hered- 
itarium mutilans, fhey lack the dis- 
tinctive hyperkeratetic lesions on oth- 
er acral surfaces cf the extremities 
characteristic of tkat condition. Re- 
current or chronic fissuring of the 
digitoplantar fold is probably the 
most important factor in the produc- 
tion of ainhum anc pseudoainhum of 
the toes, and hyperkeratosis of any 
type aets mechanieally to favor this 
fissuring.^^^ 

Although & resemblance is present 
between our case: of acral kerato- 
derma and those patients reported as 
having keratoma kbereditarium muti- 
lans, noticeable diferences exist. The 
clinical lesions in our patients are 
dissimilar from taose of keratoma 
hereditarium mutians by the pres- 
ence of striate hyperkeratosis on the 
palmar surface o^ the fingers, the 
absence of peculiar star-shaped hyper- 
keratosis over the 2xtensor aspects of 
the hands, and the lack of an inflam- 
matory halo surrcunding the palmo- 
plantar keratoderma. In addition, the 
process in our cases was less muti- 
lating and without constricting bands 
of the fingers. Two of our patients 
appeared to have “he onset of kerato- 
derma in their second decade, in 
contrast to patieats with keratoma 
hereditarium mutlans, which has be- 
gun early in life. Progression of the 
process had apparently stopped in our 
two older affected siblings, indicating 
that acral keratoeerma may be self- 
limited, while cases of keratoma 
hereditarium metilans have been 


gradually progressive. Histologically, 
the findings in our cases have demon- 
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Fig 6.—Pedigree of family with acral keratoderma. Ages are given for proband and her 


siblings. 
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Fig 7.—Histologic section of skin of palm 
(patient 1). Note marked hyperkeratosis, 
acanthosis, and granular layer hyperpla- 
sia. Inset shows marked corneal thick- 
ening and prominent stratum lucidum 
(hematoxylin-eosin, original magnification 
x 97; inset, same stain, original magnifica- 
tion x 16). 


> 





Fig 8.—Histologic section of skin over 
Achilles tendon (patient 3). Note dyskera- 
tosis including abnormal apical cytoplas- 
mic density (arrow). At upper left is large 
suprabasal dyskeratotic cell with dense 
body in neighboring cell. Inset shows kera- 
tinocyte with elongated process directed 


` toward surface (Ayoub-Shklar stain, origi- 


nal magnification x 490; inset, same stain, 
original magnification x 685). 
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strated dyskeratotic changes that 
were not noted in the previous reports 
of keratoma hereditarium mutilans, 
although detailed studies including 
keratin stains were not performed in 
previous patients. Finally, and per- 
haps most important, is the fact that 
the family pedigree in this report 
suggests an autosomal recessive in- 
heritance pattern, while all reports of 
keratoma hereditarium mutilans indi- 
cate a dominant mode of inheritance. 
This difference in inheritance sug- 
gests a different pathogenesis" (ie, 
enzyme defect vs structural protein 
abnormality) for the two entities. 


Richard Reed, MD, assisted with the histo- 
pathologie aspects of this report. Charles Berlin, 
MD, and Martha Irwin assisted in performing 
audiograms on all patients. Bhandaru Radha- 
krishnamurthy, MD, performed the laboratory 
studies. 
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Congenital Unilateral Benign 
Papillomatosis of the Mouth 


Michael J. Fellner, MD 


A 29-year-old man had an unusual 
unilateral lesion of the mucous mem- 
branes of the mouth, including the lips, 
buccal mucosa, hard and soft palate, and 
uvula. The lesion was a conglomerate of 
tiny papillomas and had been present 
since birth. At the age of 8 years. a mass 
extending from the uvula into the pharynx 
was surgically excised. The histopatho- 
logical findings showed acanthosis, papil- 
iomatosis, and an inflammatory infiltrate. 
The findings represent a rare case and 
perhaps a unique one, to my kncwledge. 


case of congenital unilateral 

benign papillomatosis of the 
mouth is described. The lesions of this 
disease differ from those previously 
categorized as nevus unius lateralis 
because skin is also involved. Other- 
wise, they are similar. In the patient, 
lesions grew slowly or not at all over a 
period of 29 years. No malignant 
degeneration was observed in con- 
trast to oral florid papillomatosis. 


REPORT OF A CASE 


A 29-year-old man requested removal of 
a warty lesion at the angle of the mouth 


Accepted for publication Oct 21, 1974. 

From the Department of Dermatclogy, New 
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Reprints not available. 


along the border of the upper and lower 
lips arising from the mucous membrane. 
The lesion measured 2 mm and was flesh- 
colored and papillomatous. It was present 
no more than six months and the patient 
said it was getting larger. Physical exami- 
nation showed that the mouth was exten- 
sively involved with a mass of tissue that 
resembled thousands of tiny papillomas 
(Fig 1). The lesion was entirely limited to 
the left side of the mouth with sharp 
midline delineaticn. Papillomas were also 
present on the buccal mucous membrane 
beneath the upper lip, protruding out 
slightly beneath the upper lip, in addition 
to the area previously described at the 
angle of the mouth. The gingiva and teeth 
were normal. Directly behind the teeth the 
hard palate and soft palate were similarly 
involved with massive lesions extending to 
the uvula. The lesions were soft, pinkish, 
and generally similar in color to the 
surrounding mucosa of the palate. The 
patient was disturbed only by the small 
lesion protruding from the angle of the 
mouth and feared trauma or bleeding. 
Otherwise, he was in excellent health. 
With the patient under anesthesia with 
1% lidocaine and epinephrine injected 
locally, the papillema was excised. Desicca- 
tion was used to arrest bleeding. Hematox- 
ylin-eosin-stained sections of the tissue 
showed an elevated lesion with a superfi- 
cial ulceration covered by a hemorrhagic 
crust. The epidermis was very acanthotic. 
The elongated papillae showed an inflam- 
matory infiltrate (Fig 2). No deeper 
portions of the dermis were present. The 
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Fig 1.—Conglomerate of papillomas and 
their sharp unilateral distribution are 
shown. Upper vermilion border of lip is 
affected over 3-mm area. Tongue is not 
involved. 


microscopical diagnosis was traumatized 
verrucous lesion. 

Review of the patient’s records from 
Columbia-Presbyterian Medical Center in- 
dicated that he was admitted there 21 
years previously at the age of 8 years 
because the papilloma extended from the 
uvula into the pharynx. Aside from the 
mouth, physical examination showed nor- 
mal results. A large papillomatous mass, 
which hung into the pharynx, was found 
involving the uvula in addition to the pre- 
viously described involvement of the pal- 
ate and lips. The mass, extending into the 
pharynx, was excised, with the patient un- 
der nasal endotracheal anesthesia, with a 
snare. Several smaller lesions were re- 
moved by scraping with a No. 15 blade. Di- 
rect laryngoscopy showed no evidence of 
any laryngeal obstruction. 

Microscopical examination revealed pa- 
rakeratosis and acanthosis. The dermis was 
thick and congested with marked papillo- 
matosis and areas of polymorphonuclear 
leukocyte infiltration into the dermal 
papillae. The microscopical diagnosis was 
benign papilloma with chronic inflamma- 
tion. 
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Fig 2.—Histopathological findings show hyperkeratosis, parakeratosis, and acantho- 
sis. Papillomatosis of dermal papillae and polymorphonuclear infiltration into papillae 


were diagnosed. 


COMMENT 


Although the unusual lesions of this 
patient differ from papillomas in the 
mouth that have been previously 
described, there is a resemblance to 
nevus unius lateris' and focal epithe- 
lial hyperplasia? A review of oral 
involvement in nevus unius lateris ac- 
companied a case report of lesions on 
the neck with bilateral involvement of 
the mouth.’ These authors indicated 
that cases previously described in the 
literature usually had lesions on the 
left side of the mucosa. However, only 
cases involving both skin and mucous 
membranes were included. 

Focal epithelial hyperplasia was 
described in 19 Indian children who 
had multiple discrete papules on the 
oral mucosa with characteristic histo- 
logical hyperplasia.* There was a defi- 
nite tendency toward spontaneous 
regression, and none of the lesions 
was congenital or unilateral. Acan- 
thosis was a feature that occurred 


regularly. The lesions were 1 to 5 mm 
in size with a few larger confluent 
lesions described as masses. 

Another condition that might be 
considered in differential diagnosis is 
oral florid papillomatosis.* In this 
condition, cauliflower-like lesions in- 
volve large areas of the mouth. How- 
ever, these lesions do not occur at 
birth and recur after excision. They 
may be associated with malignant 
neoplasia and sometimes involve zhe 


larynx. 
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News and Information from the American Academy of 
Dermatology and its National Program for Dermatology 


AAD Board Votes 
Massive Structural Reorganization 

The Board of Directors has given the go-ahead for a 
massive structural reorganization of the American Acad- 
emy of Dermatology. As a result, the Academy has, for 
the first time, a full-time Executive Director, and it will 
set up a permanent headquarters office in the Chicago 
area. 

In a letter to the membership, Rudolf L. Baer, M.D., 
AAD President, announced that Bradford W. Claxton, 
M.Ed., s highly-trained administrator with expertise in 
planning and implementing continuing medical education 
activities, has assumed the position of Executive Director. 
Mr. Claxton was formerly Associate Executive Director of 
the 9,006-member American College of Chest Physicians. 

To help implement the reorganization, a site committee 
of the Board of Directors will find a location in the Chi- 
cago area for the Academy’s first permanent headquar- 
ters. When the Chicago office is ready for occupancy (in 
late summer or ear-y fall), all Academy administrative 
functions, now handled as an adjunct to the Secretary- 


Treasurer's office in Tacoma, Wash., will be moved to the 
Midwest location. 

At the same time, the AAD's National Program for 
Dermatology office in Charlottesville, Va., will be phased 
out, with administrative activities previously handled by 
the NPD integrated into the new AAD operational struc- 
ture. 

The Executive Director of the National Program for 
Dermatology, Robert D. Hamilton, III, has been ap- 
pointed Associate Executive Director of the American 
Academy cf Dermatology and will move to Chicago when 
the permanent headquarters office is established. The 
AAD's Executive Secretary, Mrs. Betty Suor, will also 
continue to work for the Academy in an executive capac- 
ity, with her major responsibility being the management 
of arrangements for the Annual Meeting. 

Dr. Baer said that "these decisions represent important 
steps in making the Academy a more effective organiza- 
tion in dealing with the increasing number of problems 
facing dermatology as a medical specialty and dermatolo- 
gists as medical practitioners." 


P 
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Fig 1.—Bradford W. Claxton, new Exec- 
utive Director o* the American Academy of 
Dermatology. 





Meet the Executive Director 

Bradford W. Claxton (Fig 1), Executive Director of the American 
Academy of Dermatology, is a New Englander who has spent 17 of his 41 
years in medically-related administrative assignments. At the age of 24, 
while serving as a First Lieutenant in the U. S. Army, he became Ad- 
ministrative Officer of the Department of Medicine at the U. S. Army 
Hospital at Fort Leonard Wood, Missouri. After military service, Mr. 
Claxton spent seven years with the William S. Merrell Co., a pharma- 
ceutical house, where (among other assignments) he worked with various 
medical and health organizations as a professional relations assistant 
and designed and conducted sales training programs. 

Seven years ago, in 1968, Mr. Claxton joined the staff of the American 
College of Chest Physicians in Chicago as a coordinator for educational 
programs. Within two years time, he was made Assistant Executive Di- 
rector and Director of Continuing Education. His last assignment with 
the ACCP was as Associate Executive Director, and during one ten- 
month period, he was Acting Executive Director when the physician Ex- 
ecutive Director was on sabbatical leave. 

Mr. Claxton has a B.S. degree from the University of Maine and a 
M.Ed. in educational psychology from Temple University in Phila- 
delphia. He and his wife, Patricia, have four children and live in the Chi- 
eago suburb of Northbrook. 
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Fig 2.—At its recent early-spring meeting, the Academy Board took historic action that will result in a massive reorganization of the 
group’s administrative structure. 











Fig 5.—Peyton E. Weary, M.D., Char- 
lottesville, Va., is Chairman of the National 
Program for Dermatology and Professor of 
Dermatology at the University of Virginia 
School of Medicine. 





Fig 3.—AAD’s Vice President, Herbert 
Mescon, M.D., is Professor and Chairman 
of the Department of Dermatology at Bos- 
ton University School of Medicine. 





Fig 4.—Harry J. Hurley, M.D., Upper 
Darby, Pa., is Professor of Clinical Derma- 
tology at the University of Pennsylvania 
School of Medicine. 
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Fig 6.—immediate Pest President Fred- 
erick A. J Kingery, M.D , Portland, Ore., is 
Clinical Professor of Dermatology at the 
University of Oregon School of Medicine. 


Fig 7.—Peter J. Lynch, M.D., Tucson, 
Ariz., is Associate Professor and Chief of 
the Division of Dermatology at the Univer- 
sity of Arizona. 


Fig 10.—William F. Schorr, M.D., Marsh- 
field, Wis., is an Associate Clinical Pro- 
fessor of Medicine at the University of Min- 
nesota. 





Fig 9.—Harald O. Perry, M.D., Roches- 
ter, Minn., is Prefesso of Dermatology at 


the University of Minnesota Graduate 


School of Medicine. 
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Fig 8.—Denny L. Tuffanelli, M.D., San 
Francisco, Calif., is Associate Clinical Pro- 


fessor of Dermatology at the University of 
California, San Francisco. 





^ to F 
Fig 11.—Morris Waisman, M.D., Tampa, 
Fla., is Clinical Professor of Medicine at 


the University of South Florida College of 
Medicine. 
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Fig 12.—James B. Howell, M.D., is a pri- 


vate practicing dermatologist from Dallas, 
Tex. 





Fig 15.—Eugene J. Van Scott, M.D., is 
Professor of Dermatology at Temple Uni- 
versity in Philadelphia. 
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Fig 13.—Coleman Jacobson, M.D., Dal- Fig 14.—James H. Graham, M.D., is Pro- 
las, Tex., is Clinical Professor of Dermatol- fessor of Medicine and Chairman of the 
ogy at the University of Texas South- Division of Dermatology at the University 
western Medical School. of California, Irvine. 


Fig 16.—The Academy's Assistant Secretary-Treasurer, left, is Walter G. Larson, M.D., 
Portland, Ore., Assistant Clinical Professor of Dermatology at the University of Oregon 
Medical School. On the right is John M. Shaw, M.D., the Secretary-Treasurer, of Ta- 


coma, Wash., He is Clinical Associate Professor of Dermatology at the University of 
Washington. 
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New York City. 


President-Elect. 





‘Weare sespond:ng to the wishes of our membership to 
expand the scope of the Academy’s activities,” he added. 
“All of the structural changes—including staff expansion 
and leasing of headquarters office space—will be accom- 
plished witnin the current budget allocations." 

The Board of Directors also announced three other im- 
portant ac-ions: 

— A Washington, D.C., representative, Mr. John Gru- 
penhoff, has been retained on a consulting basis “to keep 
the Beard abreast of developments relating to legislative 
and federzi administrative proposals and decisions which 
may affect the specialty." 

— Planshave been made to expand the time allowed for 
the First Executive Session at the Annual Meeting in San 
Franeiseo (Mondzy, Dec. 8) "to allow adequate time for 
the membership to discuss organizational matters." 

— An Executive Committee of the Board of Directors 
has been created that, among other things, will be respon- 
sible for »verseemg the Academy's new administrative 
strueture. The Executive Committee is composed of the 
President the President-Elect, the Vice President, and 
the Secretary-Treasurer, with the Assistant Secretary- 
Treasurer and the Executive Director serving in an ex-of- 
ficio capa «ity. 


A Look a the 1875 AAD Board of Directors 

A true sign of the “coming of age” of the American 
Academy of Dermatology is the workload of its Board of 
Directors In March of this year, only three months after 
the Academy's Annual Meeting, the 15-man Board held a 
12-hour work session just prior to the American Dermato- 
logieal Association meeting in Palm Beach, Fla. What 
started eut to be a 7:30 a.m. breakfast meeting lasted 
through unch and on into the early evening hours. 

Undernew amendments to the bylaws (voted in by the 
membership in 1974), the Board will consist of a total of 16 
Fellows—and the Secretary-Treasurer and the Assistant 
Secretary-Treasurer. Each year, four Fellows will be 
elected to the Beard by the membership, serving a term of 
four yezrs. 

The Board of Directors is charged with "managing the 
affairs" of the Academy and is empowered by the bylaws 
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Fig 17.—Rudolf L. Baer, M.D., the Acad- 
emy’s President, is Professor and Chair- 
man of the Department of Dermatology at 
New York University School of Medicine in 


Fig 18.—Harry L. Arnold, Jr., M.D., of 
Honolulu's Straub Clinic, is the AAD's first 





to elect from its ranks the President, President-Elect, 
Vice President, Secretary-Treasurer, and Assistant Secre- 
tary-Treasurer. 

Here are photos of members of the Board of Directors 
taken during the busy session, when the important actions 
concerning the reorganization of the Academy were taken 
(Fig 2 through 18). 


British Dermatologist Impressed by 
Academy’s Annual Meeting 

British dermatologist Keith Liddell of the Southampton 
University Hospital Group has extolled the virtues of the 
American Academy of Dermatology Annual Meeting. Dr. 
Liddell attended the Chicago meeting under the auspices 
of the AAD’s Committee on International Affairs. 

In a letter outlining his “impressions,” Dr. Liddell said: 

One’s first impression is the vastness of the meeting and of the 
tremendous organization and paper work which must be neces- 
sary to bring such a conference together. 

The scope of the program was vast and almost over daunting, 
and the only disappointing aspect was that several of one’s special 
subjects were being covered simultaneously. But I quickly devel- 
oped the American habit of “lecture jumping.” This enabled me to 
hear the first part of a session on which I had a special interest 
and then move to another venue. All the sessions gave very com- 
prehensive cover to the subject and it seemed te me that they 
were geared to suit the whole audience—from the expert to the 
comparative novice on that particular topic—a very comforting 
and reassuring technique. 

Presentation of all sessions was superb—good speakers and ex- 
cellent slides. One aspect which amused and intrigued me and 
which would produce a mini-riot in England was people in the au- 
dience suddenly taking photographs of the slides on the screen. 
All the tape recorders were another unusual, but patently progres- 
sive, feature. The Breakfast Informal Discussion Group was an- 
other new facet, but I don't think it would catch on in Britain. I 
was amazed to find everyone so wide awake and simultaneeusly 
battling with the problems of psoriasis and the need for more ket- 
chup on the eggs. In such company, one is soon stimulated into the 
discussion despite the hour and one's natural British breakfast- 
time reserve. 

Dr. Liddell concluded, "Unlike Caesar, I came, I saw, 
and I was conquered. I salute the American Academy of 
Dermatology, its members, and your great country." 
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Report of the Medical Liabilities Commission 





Crisis in Medical Malpractice 


he current crisis in medical 
liability in several states has 
prompted numerous meetings at the 
national level. The following report 
summarizes information gathered at 
several of these meetings that is of im- 
portance to dermatologists. 

A national conference was spon- 
sored on March 20, 1975, by James F. 
Hastings, US representative from 
New York, a leading legislator in the 
field of health care. The economics of 
the malpractice problem were empha- 
sized by numerous speakers, who 
placed a $1 billion tag on malpractice 
insurance, plus a $5 billion tag on de- 
fensive medicine. Furthermore, in nu- 
merous states, insurance will not be 
available for a period of weeks (as in 
California) or months. If available, it 
will substantially raise the price of 
health care, and force many physi- 
cians out of practice, particularly the 
elderly and the part-time physicians. 
Only 16 to 27 cents of the insurance 
dollar reaches the successful claimant. 

The initial address was given by 
Senator Edward Kennedy of Mas- 
sachusetts, chairman of the Senate 
Subcommittee on Health. He was un- 
derstanding of the problems of physi- 
cians in this matter. The patient suf- 
fers the direct and indirect costs. 
Insurance companies receive one 
third of the insurance dollar, and this 
does not include income gained from 
capital flow. State insurance commis- 
sioners and state regulatory agencies 
have been ineffective. Of the $1 bil- 
lion in premiums, $500,000,000 goes to 
lawyers. The tort system is the 
"golden goose that is laying the 
golden egg" for trial lawyers. Any 
solution to the problem must im- 
prove standards of care of physicians. 
Professional Standards Review Orga- 
nization (PSRO) would be helpful. 
State board medical examiners are 
lax, and we must have national stan- 
dards. Senator Kennedy and Senator 
Daniel Innoue of Hawaii have intro- 
duced two bills, S215 and S482. S215 is 
a no fault system, and 8482 utilizes 
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the arbitration approach. Under ei- 
ther, the patient could opt for the tort 
system. Both bills introduced the fed- 
eral government into the malpractice 
problem. Several of Kennedy's ideas 
seemed unacceptable for most physi- 
cians (ie, acceptance of assignment 
for Medicare fees, and confirming 
consultation prior to surgery). Attor- 
ney fees would be paid on an hourly 
basis. A similar bill introduced by 
Senator Gaylord Nelson of Wisconsin 
would require that all physicians pay 
the same fee for coverage, regardless 
of type of specialty practice in which 
they are engaged. This item appears 
in many of the legislative proposals, 
and is particularly bothersome to der- 
matologists. 

The next two discussants, Warren 
Cooper and John Linster, represented 
insurance companies’ viewpoints. 
They said that malpractice is not an 
insurance business problem, but a 
problem of society. Companies are 
cancelling programs and raising rates 
precipitously. A major problem is ac- 
tuarial. Insurance companies cannot 
perceive real costs, and there is low 
credibility to any rate proposed. Pri- 
vate insurance does not want the fed- 
eral government involved. Another 
problem is the so-called “long tail,” 
meaning that the costs may string 
out over a period of ten or more years. 
Many insurance companies have had 
trouble buying reinsurance for mal- 
practice. These speakers believed that 
the problem should be handled at the 
state level, and the present system is 
repairable. The insurance problem 
must be limited to actual malpractice; 
the problem of injury to patients en- 
tering the medical care system is dif- 
ferent. There is no way that insur- 
ance could cover more than actual 


malpractice. 
John A. McMahon, president of the 
American Hospital Association, 


pointed out that malpractice rates 
have gone from 3 cents per patient 
per hospital day to $4 per patient per 
hospital day, and will rise rapidly. To 





move away from the fault concept 
would raise the costs to impossible 
levels. Untried solutions should not be 
legislated. 

John Coury of the AMA pointed out 
that we are the only country to have a 
malpractice problem. It is putting the 
young doctor, old doctor, and part- 
time doctor out of practice. Immunity 
must be provided to doctors who are 
on state license boards. Insurance 
companies must provide information 
as to the causes of malpractice. PE ysi- 
cians cannot finance society's ills. 

Edward Henderson, orthopedic sur- 
geon from the Mayo Clinic, spoke for 
high risk providers. In New York 
City, a neurosurgeon may soon be 
paying $45 per patient visit for mal- 
practice coverage. No-fault insurance 
was too expensive. He thought thet a 
reduction in the statutes of limita- 
tions and the collateral seurce rule 
was necessary. Federal intervention 
would be a mistake. 

Robert Cartwright, president of 
the Association of Trial Lawyers, was 
most antagonistic to any changes in 
current laws. He said that trial lzw- 
yers will actively resist any proposed 
legislative changes. Malpractice laws 
are both prophylactic and therapeu- 
tic. He mentioned 500 malpractice 
horror stories, including the famcus 
Dr. Nork case. Medical malpractice 
legislation was solely responsible for 
regulating the practice of medicine in 
the public interest. Lawyers defend 
the contingency fee system much as 
physicians do the fee-for-service sys- 
tem. Mr. Cartwright would not accept 
a graded contingency fee, which 
seemed to most speakers to be totally 
necessary for any rational system. He 
emphasized the tremendous costs of a 
law office in trying a malpractice 
case. He also suggested a redistribu- 
tion of the premium paid, and he said 
that the premium must be dependent 
on the gross receipts of the doctor. 
Again, this is particularly werrisome 
to dermatologists. 

A spokesman for St. Paul Fire In- 
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surance Company discussed “claims 
made” premiums. This type of insur- 
ance acts only from the inception of 
the policy. The premiums, therefore, 
start low and increase over the first 
five-year period. As few settlements 
will be made in the rst few years of 
the policy, tae company has a one to 
three year free ride with the pre- 
miums. Claims made policies are actu- 
arially more accurate. The physician 
must continue to pay premiums after 
his retirement. There is legislation 
pending that would make this tax de- 
ductable, but this only partially soft- 
ens the blow to the physician paying 
premiums efter he retires. Most in- 
surance companies seem to see this 
system as £ bona fide solution. 

The next speaker was Lester 
Rawls, chairman of the Committee on 
Malpractice of the National Associa- 
tion of Insurance Commissioners. He 
believed that the malpractice ques- 
tion is the worst cmsis in the 100 year 
experience of the National Associa- 
tion of Insurance Commissioners. The 
federal government has no business 
in the melpractiee business. Insur- 
ance eompanies are not in a conspir- 
acy te get rid of res ipsa loquitur, a 
legal eode stating that proof of injury 
alone can infer negligence, as many 
of the trizl lawyers and some of the 
consumer groups nad advocated. The 
formation of Joint Underwriting As- 
sociations (JUA), in which all insur- 
ance sellers in a state pool together to 
write insurance on a collective basis, 
may be useful. The retired doctor has 
real problems with “claims made” in- 
surance. The insurance industry is, in 
general, against TU As because of eco- 
nomic factors. Tbe insurance business 
has no intention of utilizing income 
from other types of insurance to un- 
derwrite the health care industry. 
The JU A malpractice insurance must 
be actuarially correct. 

The luncheon speaker was Paul G. 
Rogers, representative from Florida 
and chairman of the House Subcom- 
mittee on Health and Environment, 
one of the most important legislators in 
the health care mdustry. He said that 
the malpractice problem was driving 
up the cost of medical care, and the 
constituencies were in dire need of 
help. A price taz on defensive medi- 
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cine is $5 to $10 billion dollars. The 
PSROs would develop and set accept- 
able standards. There should be pool- 
ing of the insurance carriers. No-fault 
insurance was not feasible because of 
high costs. Government-sponsored re- 
insurance might be useful. 

The next speaker was Eli Bern- 
zweig, chairman of the Department 
of Health, Education, and Welfare 
(HEW) Report on Medical Malprac- 
tice. None of the HEW Malpractice 
Commission's recommendations have 
been acted on. There has been a fail- 
ure to continue data acquisition, and 
there has been a failure to study al- 
ternative procedures. There is a 138% 
increase in malpractice claims per 
year. He believed that there is a peril 
in the "socialization of medical in- 
jury." Another real problem is how to 
compensate injured patients, or how 
to compensate all patients who are 
casualties of the health care system. 
We were creeping towards no-fault 
insurance. There is great diffieulty in 
differentiating injury from malprac- 
tice, and compensation of injury is a 
most difficult problem. 

The next speaker was Sidney 
Wolfe, director of the Public Citizens 
Health Research Group (a Ralph Na- 
der organization). He had a negative 
attitude toward lawyers, physicians, 
and the insurance companies, and 
mainly took the opportunity to exco- 
riate medical practice. 

The next meeting of the Medical 
Liabilities Commission studied the 
state role in malpractice. The main 
thrust was that solutions would be at 
the state legislative level. Three state 
legislators presented their experi- 
ence. The moderator was Henry Wax- 
man, US representative for Califor- 
nia, who had been chairman of the 
California Select Committee on Medi- 
cal Malpractice and had initiated sev- 
eral useful legislative proposals in 
California. 

John Dunne, New York state sena- 
tor from Long Island, gave a very hu- 
morous preamble about Jason and the 
Argonauts and their search for the 
“golden fleece.” In December 1974, 
Argonaut Insurance Company sug- 
gested rates that in some instances 
were 16 times greater than one year 
previously, where the rates ranged 


= 


from $339 for a psychiatrist to $14,300 
for an orthopedic surgeon. On July 1, 
Argonaut will stop selling malprac- 
tice insurance in New York. Mr. 
Dunne suggested that pretrial panels 
should be established to hear mal- 
practice cases and make recommen- 
dations. The recommendations could 
be heard by the jury. Joint Under- 
writing Associations, which would 
need prior approval of all rates, were 
proposed. The insurance carriers 
don’t relish this approach. A change 
from a compensation system to an ar- 
bitration system would take years, 
because the New York state constitu- 
tion specifies the right to trial by 
jury. 

New York State Senator Tarky J. 
Lombardi, Jr., of Syracuse stated that 
in 1964, $2 million was paid in losses 
in New York; in 1974, $24 million was 
paid. He stated that the JUA propo- 
sal has not yet been passed in the As- 
sembly. He mentioned the possibility 
of a medical mutual liability company 
financed by doctors. He discussed a 
state run insurance system. This is 
the most likely solution, since no 
other source is currently available. 
This insurance must be exclusive; oth- 
erwise, low risk physicians would go 
elsewhere. The fund should be able to 
settle complaints without the consent 
of the physician. After six years, the 
private insurance carriers could come 
back in. There must be better ways of 
disciplining physicians. Lombardi 
said that no fault systems would be 
catastrophic. The federal government 
should not be involved except for fed- 
eral reinsurance. 

Mr. Segar, a lawyer for the Indiana 
Medical Association, made the very 
interesting comment that it would be 
essentially impossible for the legal 
profession, the insurance profession, 
and the medical profession to cooper- 
ate in this issue. The Indiana Pa- 
tients Compensation Act forced ac- 
commodation of all groups and caused 
problems for all. The law sets up a pa- 
tient compensation board that has six 
members—two health care providers, 
two lawyers, and two lay people. The 
fault concept is retained to avoid the 
problems of no-fault insurance. All 
awards are net to the patient. The 
first $100,000 of $500,000 maximum is 
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insured by the provider through pri- 
vate insurance, the remainder by a 
state fund. Attorneys’ fees can not 
exceed 15% of the recovery. The bill 
provides for a shortened statute of 
limitations. This bill may be a model 
for all states to follow. 

David Rubsamen, MD, LLB, called 
for a rationalization of the system of 
malpractice. He attacked, particu- 
larly, the collateral sources rule that 
allows a patient to double recovery, 
and called for elimination of the 
windfall profits (ie, the patient re- 
ceives a huge award and then dies, 
with the relatives receiving the 
money). He called for a graded con- 
tingency fee. He believed that the 
jury system must be eliminated be- 
cause the causes of injury in malprac- 
tice, at present, are much too complex 
for lay juries to regulate. The arbi- 
tration approach was useful, although 
finding a neutral arbitrator may be 
difficult. 

Joseph Sadusk, MD, stated that the 
Commission on Malpractice Reinsur- 
ance under HEW should cover excess 
losses for the next five or ten years. 

Dan Rostenkowski, US represent- 
ative and chairman of the Subcom- 
mittee on Health of the House Ways 
and Means Committee, suggested 
that the National Academy of Science 
and the Institute of Technology study 
the malpractice problem in depth and 
come up with reasonable solutions. 

The current situation in California 
was recently reviewed at another ses- 
sion by Howard Hassard, chief coun- 
sel of the California Medical Associa- 
tion. The malpractice problem is 
probably the greatest threat the med- 
ieal profession has ever had to face. It 
would force out the elderly, the 
young, and the part-time physicians. 
The problem is most severe in Mich- 
igan, New York, Maryland, Califor- 
nia, Pennsylvania, and Indiana. In 
California, there may soon be a Phy- 
sicians Insurance Company. Pre- 
miums for dermatologists would be in 
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excess of $6,500. For immediate solu- 
tions, protective legislation for carry- 
ing on peer review activities (ie, state 
licensing boards) must be passed. The 
contingency fee problem must be 
solved. Mandatory association of all 
licensed insurance carriers (JUA) 
may help. A mandated pool would be 
very expensive, because one cannot 
foree insurance companies to lose 
money. As for indeterminate solu- 
tions, the statute of limitations must 
be shortened. There should be repeal 
of the collateral cause rule with re- 
tirement, and the policy must be 
guaranteed renewable. The long term 
solution is to dump the entire system 
of compensation and to use arbi- 
tration or a workmen's compensation 
system. This speaker favored work- 
men's compensation in which there is 
a state appointed politieal commis- 
sion, mainly controlled by consumers. 
This system would be a fault system. 
Financing must be spread to the con- 
sumers, and mandated catastrophic 
health insurance must be utilized as 
a collateral source. This, in Califor- 
nia, would require a constitutional 
amendment, since the patient has the 
right to a trial by jury in civil actions. 
Hassard thought that there must be 
an elimination of res ipsa loquitur, a 
code that states that injury alone can 
infer the defendant's negligence. 
The medical liability problem con- 
stitutes a real crisis. I suspect we will 
get malpractice insurance either from 
insurance companies charging high 
rates or from a JUA charging high 
rates, with a possibility of federal 
reinsurance programs that could be 
used as a basis for further regu- 
lations. In California, a practicing 
dermatologist will probably be pay- 
ing approximately $6,500 a year for 
malpractice insurance, and the rates 
will inerease rapidly after that. As 
malpractice question matures in 
other states, one can be certain that 
Califarnia experience will be re- 
peated. The main focus for political 





recourse must be the state legislator, 
and the practicing physician's best 
approach is to have his patients com- 
municate with a local state represent- 
ative. As a final approach, the refer- 
endum system can be utilized. In 
California, an attempt will be made 
to gather enough signatures to place 
on the next state ballot a referendum 
stating that the patient receive 90% 
of any malpractice award. There is no 
question that trial lawyers will fight 
any alteration of the present system 
to their last breath. In adcition to the 
problem as a whole (in which, of 
course, dermatologists are vitally in- 
terested), there are several specific 
problems that are of coneern. First, 
the position of trial lawyers and of 
some bills, such as that proposed by 
Senator Gaylord Nelson suggests 
that the present system cf charging 
physicians according to medical legal 
risk should be modified so taat derma- 
tologists would subsidize high risk 
physicians. Second, considering the 
position of dermatology and cosmetic 
surgery, there must be no attempt to 
limit what physicians do, except in re- 
gard to the ability to do it. However, 
it must be continuously stressed that 
dermatology is not primarily a surgi- 
cal specialty. Third, the prepaid 
health plans in California have "econ- 
omized” by hiring general eare physi- 
cians, by minimizing referral-spe- 
cialty care, and by utilizing nurses 
and physician assistants. The present 
malpractice system, with al! its prob- 
lems, is a strong deterrent to this ap- 
proach. Finally, it is unrealistic to 
think that any government health 
care system could support the exces- 
sive costs of malpractice litigation. A 
JUA insurance proposal with the 
“claims made” penalty is not enough. 
Legislatures must make substantial 
changes in the malpractice system. 

DENNY L. TUFFANELLI, MD 

AAD Representative 

Medical Liabilities Commission 


Medical Liabilities Commission Report 





To imped 
soriatic cell 


` | | ! | | 
| n À 
- Me. 3 y | | 
» < | | 
" - = | i : f 


r’ | 


E. 


LI 
‘ 





— 


MARGINAL ZONE NORMAL SKIN 





x 
4 u 
1 a H ; 4 
ha Á ; =) 
å R j 
^ re > 3 | Ly 
E i S. j i 
I sy E - 
& t t 
| | f 
1 I E jJ 
E OR E i 
j » g 
i d y» i 
j | £ wi 
à t I5 B j 
ay | i 
t 
H y ! | 
f 





IN ONLY SEVEN DAYS 
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Treatment: DIPROSON 


Age: 54 - 
Sex: Female ream 0.0596 b.i.d. 

. bo without occlusive 
Duration of condition: dressings 
38 years Findings after 7 days: 
Status: Exacerbating No induration, crustin 
rapidly pruritus, excoriation, 


or pain; slight inflam- 
mation and scaling 
investigator's 
evaluation: ‘‘The crear 
did an excellent job in 
clearing the lesions 
and was cosmetically 
acceptable" 


Further treatment: 
Continue DIPROSONE 
5.i.d. witnout occlusio 


Duration of present 
exacerbation: 1-2 weeks 


Findings: Severe 
inflammation, crusting 
and scaling; moderate 
excoriation and 
pruritus; slight 
induration and pain; 
lesions covering 

backs of hands 


Diagnosis: Psoriasis 


"Before" photograph 
of a psoriatic lesion 


Patient: Mr. P.K. 


in on 
7 days H 


Age: 59 
Sex: Male » Treatment: IS 
Duration of condition: Cream 0.0596 b.i.d. 
; 21 years without ozclusive 
es Status: Exacerbating dressings 
aa slowly Findings after 7 days: 


= No crusting or pruritus 
slight scaling and 
induration; moderate 
inflammation 
investigator’s 4 
evaluation: ''Patient 


Duration of present 
exacerbation: 2 months 


Findings: Severe 
induration, inflam- 
mation, scaling, 





AD Fee pruritus; slight 
A ty A crusting on forearms much better” 
"e and upper body — Further treatment: 
"mr. Diagnosis: Psoriasis Continue DIPROSONE 
DNE vulgaris b.i.d. without occlusior 
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impedes psoriatic 
cell proliferation 


in psoriasis, proliferation of basal cells 


in the epEermis greatly increases. This 
causes asshortening of the turnover time 
of the ep 2ermis that interferes with 
normal c>| maturation processes. This 
failure ofce!l maturation manifests itself 
in the var ous signs and symptoms of 
psoriasie—scal ng, erythema, induration, 
pruritus, and excoriation. 


DIP 3OSONE Cream 0.05% is a new 
topical cortico&eroid that has proven 
success! in reducing the manifestations 
of psorias:sanc impeding the excessive 
increasesn basal cell proliferation. 


In cinical studies of 188 patients with 


acute ps »riatic lare-ups, and whose 
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Diproson 


IN ONLY SEVEN DAYS- 

62% of psoriatic patients 
showed marked or 
moderate improvement’ 








conditions were worsening, DIPROSONE 
was applied to lesions twice daily without 
occlusive dressings. Each patient was 
examined at weekly intervals and was 
evaluated on overall improvement as well 
as for improvement in individual signs 
and symptoms. 


Results showed that in only seven 
days of theraoy with DIPROSONE b.i.d., 
62 per cent (7 16 patients) showed marked 
or moderate improvement. A summary of 
data for individual signs and symptoms 
appears on the following page. 


*Case histories, photographs, and data in files of 
Headquarters Medical Research Division, Schering 
Corporation. Based on studies of 188 patients tested. 


|! CREAM 
0.05% 





betamethasone dipropionate 


Please see Clinical 2onsiderations section which follows... 


Significant reduction of 

moderate or severe manifestations 

of corticosteroid-responsive dermatoses 
IN ONLY SEVEN DAYS* 


PSORIASIS 


Scaling 
Erythema 
induration 
Pruritus 


Excoriation 





ATOPIC DERMATITIS 


Pruritus 
Erythema 
Excoriation 
induration 


Lichenification 





CONTACT DERMATITIS 


Erythema 
Induration 


Pruritus 





*Data in files of Headquarters Medical Research Division, Schering Corporation. 
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Repid onset of response in psoriasis — 


62% of patients showed marked or moderate improvement in one week.* 


Repid onset of response in atopic dermatitis — 


86% of patients showed marked or moderate improvement in one week.* 


Repid onset of response in contact dermatitis — 


90% of patients showed marked or moderate improvement in one week.* 


Convenient b.i.d. dosage — 


enhances patient cooperation; increases the likelihood of adherence to 
your prescribed dosage. 


No occlusive dressing needed 


in most regimens. 


Free of parabens— 


sensitization rarely a problem. 


DIPROSONE with its rapid onset of response and b.i.d. dosage may enable 
patients to use less medication and thus save on the total cost of treatment. 


Convenient package sizes— 
DIPROSONE is available in 15 Gm. and economical 45 Gm. tubes. 


*Based on studies of 738 patients with psoriasis, 155 patients with atopic dermatitis, and 38 patients with contact dermatitis 
tested by the Scherimg Corporation. Data in files of Headquarters Medical Research Divisior, Schering Corporation. 


Clirical Considerations: 


INDICATIONS D!®ROSONE Cream is indicated for the relief of the inflammatory manifestations of 
corticostercid-resoonsive dermatoses. CONTRAINDICATIONS DIPROSONE Cream is contraindicated 

in vaccinia and varicella. Topical steroids are contraindicated in those patients with a history of 
hypersensitivity tc any of the components of such preparations. PRECAUTIONS If irritation develops with 
the use of DIPROSONE Cream, treatment should be discontinued and appropriate therapy instituted. In the 
presence of an infection, the use of an appropriate an-ifungal or antibacterial agent should be instituted. 

if a favorable response does not occur promptly, the corticosteroid should be discontinued until the 
infection has been adequately controlled. If extensive areas are treated or if the occlusive technique is 
used, the possibility exists of increased systemic abscrption of the corticosteroid and suitable precautions 
should be taken. Although topical steroids have not been reported to have an adverse effect on pregnancy, 
the safety of their use in pregnant females has not been absolutely established. Therefore, they should 

not De used extensively in pregnant patients, in large amounts or for prolonged periods of time. 
DIPROSONE Cream is not for ophthalmic use. ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corticosteroids: burning; itching; irritation; dryness; folliculitis; 
hypertrichasis; acneiform eruptions; hypopigmentation. The following may occur more frequently with 
occiusive dressings than without such therapy: maceration of the skin; secondary infection; skin 

atrophy; striae; miliaria. DOSAGE AND ADMINISTRATION Apply a thin film of DIPROSONE Cream to the 
affected skin areas twice daily, in the morning and at night. Clinical studies of DIPROSONE have 
indicated that applications twice a day are generally adequate. 011 MAY 1974 


For more eomp!ete details, consult package insert or Schering literature available from your Schering 
Representative or Professional Services Department, Schering Corporation, Kenilworth, New Jersey 07033. SLS-455 
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|] soothing and astringent— MUR 
without boric acid or blue dy = 


[.] helps dry weeping, oozing lesions — 


|.] provides adjunctive therapy with topical a 
corticosteroids 
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[ ] instantly fresh Burow’s solution buffered t R 
acid pH of normal skin XN 
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Allergy to Ethylenediamine 


To the Haitor._In recent years, 
several reports on ethylenediamine 
allergy have been published. In the 
ARCHIVES (108:74-78, 1973), Baer et al 
wrote that they found a high frequen- 
cy of ethylenediamine allergy in 
patients studied from 1968 to 1970. 
Allergy to ethylenediamine was the 
fifth most common contact allergen, 
appearing more frequently than nick- 
el allergy. Ethylenediamine is used 
as a stabilizer in the pharmacological 
industry. Edetic acid (EDTA), which is 
used as a chelating agent, is widely 
distributed in the food industry and in 
the cleansing material manufacturing 
industry. In canned food, frozen food, 
beer, tonics, and in all kinds of soaps, 
edetic acid binds metals, which cata- 
lize the oxidizing process and thus 
prevent the product from breaking 
down. Both ethylenediamine and 
edetic acid are sensitizers, which 
cross-react with each other and with 
antihistamines. 

At the department of dermatology 
of the Finsen Imstitute in Copen- 
hagen, sensitization to ethylenedia- 
mine hydrochloride, edetic acid, die- 
thylenetriamine, triethylenetetra- 
mine, and promethazine hydrochloride 
were tested on L111 patients with 
eczema. The ten-month investigation 
was completed in July 1974. Twenty- 
three patients were found to have 
positive reactions to ethylenediamine. 
The sensitizing agent in 17 of these 
cases was a mixture of triamcinolone 
acetonide, meomycin sulfate, grami- 
cidin, and nystatin (Mycolog Cream). 
Cross-reaction to edetic acid was 
found in three eases. The widespread 
use of edetic acid as an additive in 
food, pharmacological preparations, 
and cleansing materials was suspected 
to be the primary sensitizer in these 
three cases. In several cases, cross- 
reactions to diethylenetriamine and 
promethazine hydrochloride were 
seen, but not to triethylenetetramine. 
During the same period, the same 
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group of patients showed positive 
patch test results to the following 
allergens: neomycin—86 patients; 
nickel—75; dichromate—46; balsams— 
38; p-phenylenediamine—36; rubber— 
27; parabens—5. 

Contaet allergy to ethylenediamine 
and related agents seems to be as 
frequent in Copenhagen as in New 
York. 

KNuD E. ERIKSEN, MD 
Copenhagen 


Description of Skin Diseases 
and White Skin 


To the Editor.-For the last six 
years-as long as I have been a 
student and practitioner of dermatol- 
ogy-I have been negatively im- 
pressed by the tendency of so many 
authors to casually describe skin 
diseases in the context of white skin. 
For example, one reference’ describes 


pityriasis rosea as "... characterized 
by salmon-colored (my italics) papular 
and macular lesions...." Another? 


refers to the same entity by saying: 
"In its classical form the eruption 
consists of discrete medallions often 
oval in outline, dull pink (my italics) 
in colour...." These descriptions 
would lead us to believe that pityriasis 
rosea does not occur in blacks and 
other peoples of color, but we know 
this not to be the case—don’t we? 

If white skin were the norm on this 
planet, there might be some justifica- 
tion for exercising a literary license to 
cut corners for the sake of saving 
paper and ink; however, only a defi- 
nite minority of this earth’s inhabi- 
tants have white skin, so to describe 
skin disease in this context only 
makes such descriptions patently mis- 
leading and scientifically worthless. 

The world society is changing, and 
racism, intentional or unintentional, 
must be left behind if we are to 
survive together. Dermatologists can 
make a small, but needed, contribu- 
tion by removing myths and misrepre- 


sentations from our descriptive lan- 
guage. 
A. MELVIN ALEXANDER, MD 
Silver Spring, Md 


1. Domonkos AN: Andrew’s Diseases of the 
Skin: Clinical Dermatology. Philadelphia, WB 
Saunders Co, 1971, p 229. 

2. Rook A, Wilkinson DS, Ebling FJG (eds): 
Textbook of Dermatology. Philadelphia, FA Davis 
Co, 1969, p 802. 


Fixed Drug Eruption 
Due to Penicillin 


To the Editor.—A fixed drug erup- 
tion is a specific type of cutaneous 
reaction characterized by recurrences 
of cireumseribed lesions at the same 
site. The drugs that most commonly 
cause this type of reaction are antipy- 
rine, phenolphthalein, barbiturates, 
sulfonamides, dapsone, quinine and 
derivatives, tetracycline, oxyphenbu- 
tazone, and chlordiazepoxide.' 

We would like to report a case of a 
fixed drug eruption due to penicillin. 

Report of a Case.—A 44-year-old man had 
been seen at the Veterans Administratien 
hospital in Dearborn, Mich, on March I1, 
1972, because of cellulitis of the right foot. 
He was treated with penicillin and re- 
sponded well to therapy. On March 18, 
1972, he developed an erythematous erup- 
tion on his glans penis. This appeared af- 
ter he was treated with penicillin for one 
day. 

He claimed that he had developed a sim- 
ilar lesion on his penis in November 1971, 
after being treated for asthmatic bron- 
chitis with penicillin. 

A biopsy was taken from the penis, and 
the histologic picture was compatible with 
"psoriasiform" tissue reaction. However, a 
fixed drug eruption could not be ruled out. 

He was seen by us on Aug 9, 1973, be- 
cause of a recurrence of an erythematous 
edematous eruption on the glans penis. He 
had been treated with penicillin, before 
coming to the office, for cellulitis of the 
foot, and the penile rash occurred after 
taking the antibiotic. To rule out candi- 
diasis, a fungous culture was obtained, but 
it was negative. The eruption on the penis 
resolved with topical corticosteroid ther- 
apy. 

The patient developed a recurrence on 
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Sept 13, 1978. We thought that it might 
have been due to exposure to trace 
amounts of penicillin in milk products. He 
was again treated with topical cortico- 
steroids and asked to avoid dairy products. 
The eruption responded to this therapy. 


Comment.—Penicillin is a drug that 
has been reported to cause many types 
of reactions. Baer et al? described 
them as either immunological or toxic. 
The immunological reactions were 
divided into common reactions that 
consisted of morbilliform rash, pruri- 
tus, serum sickness-like, and urticaria. 
The uncommon reactions were ana- 
phylaxis, asthmatic wheezing, contact 
dermatitis, diarrhea, erythema multi- 
forme, erythema nodosum, hemolytic 
anemia, interstitial nephritis, laryn- 
geal edema, localized nodules at injec- 
tion site, and purpura. The toxic reac- 
tions are uncommon and consist of 
convulsions, nerve damage, psychotic 
episodes, and transverse myelitis. They 
did not describe fixed drug eruption 
as a type of sensitivity reaction to 
penicillin. 

However, Rook et al' and Domon- 
kos’ do mention in their textbook that 
a fixed drug eruption may occur as an 
unusual type of reaction to penicillin. 

Canizares* described a case of fixed 
drug eruption on the penis due to 
penicillin. Dennison and Clendenning? 
also reported a case of fixed drug 
eruption from penicillin. It occurred 
on the groin and upper thigh in an 
area of tinea cruris. In their review of 
the literature, they found reference to 
two similar cases in which an eruption 
occurred at the site of a dermatophyte 
infection.** 

We were not able to find references 
in the English literature to other cases 
of fixed drug reactions to penicillin. 
Thus, in spite of the widespread use of 
penicillin, it appears to be an unusual 
cause of a fixed drug reaction. 

RALPH J. CoskEY, MD 
HENRY G. Bryan, MD 
Detroit 
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Skin. Philadelphia, WB Saunders Co, 1971. 
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7. Lamb J: Allergic reactions during adminis- 
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The Sign of Leser-Trélat 


To the Editor.—The sign of Leser-Tré- 
lat, ie, the development of multiple 
pruritic seborrheic keratoses, either 
preceding or concurrent with the de- 
velopment of internal carcinomas, is 
a sign which has not been totally ac- 
cepted by the dermatologic commu- 
nity.’ Recently we saw a patient with 
a history of prostatic carcinoma who 
subsequently developed multiple se- 
borrheic keratoses that were essen- 
tially asymptomatic. 

Report of a Case.—A 64-year-old man 
was seen in August 1974 with a chief com- 
plaint of “black moles of the back.” He ac- 
knowledged the presence of this type of le- 
sion for several years but sought medical 
attention at this time because of a sudden 
increase in their number during the pre- 
ceding months. There was no history of 
pruritus. Medical history showed adeno- 
carcinoma of the prostate first treated by 
transurethral resection in the spring of 
1973. He was treated chemotherapeutically 
for recurrence of his genitourinary dis- 
order in August 1974. 

Physical examination showed areas of 
sharply demarcated, verrucose, hyper- 
pigmented plaques on the back, chest, and 
axillae that were consistent clinically with 
the diagnosis of seborrheic keratoses (Fig- 
ure). Further dermatologic examination 
showed normal results. 

Comment.—The sign of Leser-Tré- 
lat has been defined as the sudden ap- 
pearance and rapid increase in num- 
ber and size of freckles and seborrheic 
keratoses on a previously blemish- 
free skin which precedes or accom- 
panies internal malignancy. Severe 


Seborrheic keratoses of the back. 





pruritus is described, but is not a 
constant feature.’ In a recent review 
of the literature, Dantzig’ indicated 
that, with the exception of only two 
cases, the associated neoplasm was an 
adenocarcinoma. 

We present this case of a sudden 
inerease in the number and size of 
seborrheic keratoses in a man with 
documented adenocarcinoma of the 
prostate as an intriguingly poss:ble 
illustration of this much-disputed 
sign. To our knowledge, this wculd 
apparently be the first report of the 
association of this entity with an 
adenocarcinoma of prostatic origin. 
The majority of previously reported 
adenocarcinomas have been of gas- 
trointestinal origin, and if not of gas- 
trointestinal origin, they have in- 
cluded acanthosis nigricans as an 
associated finding. Although as usu- 
ally described, the seborrheic kera- 
toses appear suddenly on a previously 
unblemished skin, our patient experi- 
enced an explosive increase of such le- 
sions on an area of the skin which 
already hosted a few, widespread 
keratoses. He exhibited no lesions 
typical of acanthosis nigricans. Per- 
haps a sudden, relative increase in 
number and size of seborrheic kera- 
toses in an individual with pre- 
existing scattered keratoses may be 
as important as their appearance de 
novo. Interestingly, Zetkin and Schal- 
dach,' in their dictionary of classical 
terminology, do not qualify this sign 
with the requirement of a preexisting 
blemish-free skin but deal only with 
the sudden appearance and prolifera- 
tion of these lesions. 

We publish this report with the 
purpose of stimulating comments 
from other clinicians on their experi- 
ences with this entity. We concur 
with Ronchese® that "the sign de- 
serves to be taken out of the shelves 
of history” for it may be an impor- 
tant marker, and more importantly, 
may be the initial marker of internal 
malignancy. 

MELVIN C. GITLIN, MD 
DONALD J. Pirozzi, MD 
Philadelphia 
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Fluoride Toothpastes: A Cause 
of Acne-like Eruptions 


To the Editer.—\ feel that I should 
share with my colleagues in dermatol- 
ogy an observation relative to the 
treatment of problem acne. All of us 
have seen the adult female acne 
patient who has closed comedonal or 
papular acne extending from the 
corner of the mouth to the chin area, 
sometimes in a slightly fan-like distri- 
bution from the corner of the mouth to 
the chin area and the proximal area of 
the cheek. This type of acne has often 
been recalcitrant to standard methods 
of therapy, and many of us have been 
under the impression that it is caused 
either by chemicals from cosmetics, 
such as lipsticks (as per Dr. Kligman), 
or hand-to-face activity in this area. 

Having accumulated a number of 
such patients ranging in age from the 
early 20s to the 46s, all of whom were 
adamant im their denial of hand-to- 
face activity, and many of whom 
willingly abstained from the use of 
lipstieks and cosmetics on a relatively 
long basis without effect, I have had 
to reevaluate my thinking and inter- 
view the patients thoroughly, with an 
eye to determine a common denomi- 
nator. My hypothesis was that either 
the saliva of these particular individu- 
als, or some chemical carried in the 
saliva, could, during sleep, drain on 
the areas involved, enter the follicles, 
and cause a process resembling acne. 
The only common denominator I was 
able to elicit from all of these patients 
(approximately 65 in number) was 
that they all used toothpastes contain- 
ing fluoride. This brought to mind a 
fact that has recently been elucidated: 
fluoridated steraids applied to the 
faces of women resulted in a perioral 
erythema-type eruption resembling 
acne. Industrial halogen fumes may 
also cause an acne-like eruption gen- 
erally referred tc as chloracne. 

Recognizing the fact that fluoride 
toothpastes are the prevalent type of 
dentrifriee and that my findings could 
be a mere coincidence, I requested, 
nevertheless, that these patients 
switch, on a trial basis, from their 
fluoride tosthpastes to a nonfluoride- 
containing toothpaste. Within a peri- 
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od varying from two to four weeks, 
approximately one half of the patients 
thus observed cleared of their pre- 
viously persistent acne-like eruption. 
The condition of the other 50% tended 
to persist without change. No other 
variation in the therapy of these 
patients was undertaken during the 
test period. On the basis that at this 
time I had at least circumstantial 
evidence that the hypothesis might be 
true, I asked the remaining patients 
who had not responded to switch from 
their present dentifrice, which con- 
tained brightening and flavoring 
agents and other unknown chemicals, 
to baking soda and a commercially 
available mouthwash (Scope) as a 
mouth freshener after brushing. The 
results of this maneuver were remark- 
ably successful in that nearly all of the 
patients thus treated had considerable 
improvement and an almost complete 
clearing of their acne-like eruptions. 

Several of the patients, who were 
concerned about the dental health 
factors relative to fluoride and its 
exclusion, requested to resume use of 
a fluoride toothpaste despite assur- 
ances that fluoride in water and 
dental treatments should be sufficient 
for good dental health and protection. 
These patients were then allowed to 
resume use of a fluoride toothpaste. 
Without exception, each developed the 
same distribution of acne-like erup- 
tion that had previously occurred. 

I note again that all of these 
patients had been treated for some 
time with standard acne therapy 
consisting of special washing agents, 
dietary control, tetracycline in vary- 
ing dosages, and lotions of various 
types and strengths. But no patient 
during the treatment perioc had any 
variations of his therapy other than 
the dentifrice. 

It was also interesting to note that 
the patients who were able to recall 
uniformly stated that the side on 
which they had the greatest involve- 
ment was the side on which they 
generally slept, thus giving further 
credenee to the hypothesis of noctur- 
nal salivary drainage of chemicals 
onto the involved areas of sxin. 

I am hopeful that this observation 
will be of help to my colleagues in 
dermatology and that perhaps it 
might be worthy of a more scientifi- 
cally controlled and statistically evalu- 
ated study. 


Mitton A. SAUNDERS, JR., MD 
Virginia Beach, Va 


Adenoid Cystic Carcinoma 
of Scalp 


To the Editor.—A tumor with typi- 
cal morphologic features of adenoid 
cystic carcinoma (ACC) was seen as a 
primary skin lesion in one patient. | 
believe this case could represent an 
unrecognized sweat gland neoplasm 
different from the mucinous (adeno- 
cystic) carcinoma described by Mendo- 
za and Helwig. Furthermore, the 
tumor reported here had an unusually 
long duration of 14 years without 
metastasis, and was located in the 
scalp, where, to my knowledge, pri- 
mary instance of such a tumor has not 
been previously mentioned in the 
literature. 

Report of a Case.—The patient was a 66- 
year-old woman who for 14 years had a 
mass in the left parietal region of the scalp. 
There were no similar lesions elsewhere. 
The mass was removed with the covering 
skin and a segment of periosteum adherent 
to the undersurface. Grossly, it consisted of 
multiple, elevated, confluent nodules. The 
overlying skin showed areas of alopecia. 
The tumor measured 8.0 cm at its largest 
dimension. It involved almost the full 
thickness of the scalp, reaching 1.5 em in 
the thiekest area. On sectioning, it ap- 
peared soft, white-opaque, and somewnat 
friable. 

Alcian blue and PAS stains, both before 
and after diastase digestion, were used in 
addition to the routine stains. The micro- 
scopical findings were typical of true ACC, 
similar to those tumors originating in sali- 
vary glands. The various patterns leng 
recognized in this type of tumor,’ such as 
cribriform or adenoid cystic formation of 
cylinders, development of cords and duct- 
like structures, and invasion of perineural 
spaces, were all noted in this case (Fig 1 to 
4). 
The cribriform or cystic pattern was the 
most prominent (Fig 1). The cystic spaces 
contained a substance that was weakly 
PAS-positive, but reacted strongly with 
Alcian blue. This reaction is characteristic 
of ACC.’ 

The ducts resembled eccrine sweat struc- 
tures. Sweat glands seen enmeshed with 
tumor showed a subtle neoplastic transfor- 
mation (Fig 2). The cytoplasm of the 
neoplastic cells contained granules that 
reacted with PAS before, but not after, 
diastase digestion. A similar reaction was 
noted in the adjacent normal-looking sweat 
glands, suggesting derivation of the tumor 
from these structures. 

Comment.—l suggest that this 
sweat gland tumor represents true 
adenoid cystic carcinoma similar to 
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Fig 1.—Adenoid cystic carcinoma of scalp showing character- 
istic cribriform pattern (hematoxylin-eosin, original magnifica- 


tion x 100). 





Fig 3.—Formation of cylinders (arrow) (hematoxylin-eosin, 


original magnification, x 100). 


the salivary counterpart. The presence 
in the scalp for 14 years without 
evidence of metastasis or of similar 
lesions in other areas is the unusual 
feature of this tumor. This neoplasm 
is different from the mucinous carci- 
noma of the skin reported by Mendoza 
and Helwig.’ In contrast to the true 
ACC, the mucinous variety of tumors 
were usually small, showed large pools 
of strongly PAS-positive material 
resistent to diastase digestion, and 
were not reported to invade the peri- 
neural spaces. The authors, therefore, 
suggested to drop the term "adenocys- 
tic" and to simply use the term "muci- 
nous carcinoma" when referring to 
these skin tumors. The term "adeno- 
cystic" in connection with mucinous 
carcinoma of the skin is confusing, 
since it may be interpreted as being 
synonymous with the adenoid cystic 
carcinoma of the salivary type. This 
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case illustrates that true ACC can also 
originate in sweat glands. Perhaps 
this fact has not been recognized 
before because these tumors have 
been classified under other terms. For 
instance, Stout and Cooley’, in study- 
ing a series of carcinomas of the sweat 
glands, found at least one case (case 8) 
with the histological characteristics of 
ACC, but they did not separate it from 
the other tumors that had a different 
histological appearance. 

Because of its distinct histological 
appearance, adenoid cystic carcinoma 
should be separated from the muci- 
nous group, since the clinical behav- 
iour may also be different. 

RAUL Bocco, MD 
Boston 
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Fig 2.—Eccrine structures within tumor, 
neoplastic changes (arrows) (hematoxylin-eosin, original magrifi- 


Fig 4.—Invasion o 


showing subtle 





f perineural spaces (hematoxylin-eosin, 
original magnification x 100). 
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Pemphigus vs Acantholytic 
Herpetiform Dermatitis 


To the Editor.—] found the report of 
Drs. Demento and Grover in the 
ARCHIVES (107:888, 1973) very inter- 
esting. Isolated reports in which 
features of pemhigus and dermatitis 
herpetiformis have overlapped have 
appeared from time to time. The 
confusion engendered by these re- 
ports gave rise to the myth that 
dermatitis herpetiformis could some- 
times transform into pemphigus. 
Rook and Whimster' stated that until 
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a case could be procuced that at one 
stage showed the unequivocal histo- 
logic changes of dermatitis herpeti- 
formis and at a later stage those of 
pemphigus, it could not be held that 
dermatitis herpetiformis transformed 
to pemphigus. The real cause for this 
confusion was inadequate informa- 
tion, a point emphasized by Piérard? 
in discussing such a case, which he 
considered had beer pemphigus from 
the onset. Oneof the sources of inade- 
quate information is the bad habit of 
recording the histological findings as 
‘typical of’ or ‘consistent with’ the 
picture in dermatitis herpetiformis 
(or pemphigus) instead of giving a 
factual report of the findings. I hasten 
to add that this criticism cannot be 
levelled at Drs. Demento and Grover. 

Holubar and Beutner in their 
follow-up letter in the ARCHIVES 
(109:408, 1974) have clarified several 
difficulties and lent support to the 
diagnosis of pemphizus. I concur with 
their criticism concerning the absence 
of any evidenee of IzA deposits.in the 
papillary tips in this case. The pres- 
ence of such depesits would have 
greatly strengthened the case for a 
diagnosis of  demmatitis  herpeti- 
formis. 

A specimen was examined by the 
electron microscope and shown to 
have findings favoring pemphigus. It 
is to be regretted that the basal 
lamina zone was not included in the 
examination, since its destruction is a 
feature of dermatitis herpetiformis, 
and the lack of this information 
further weakens support for that 
diagnosis. 

Holubar and Beutner suggest that 
this case may be one of pemphigus 
that responds to dapsone. The original 
description of the use of sulfones in 
dermatology by Esteves and Brandao’ 
included such a case. Other bullous 
diseases also occasionally respond to 
dapsone. 

The intestinal biopsy findings 
would also seem to be against the 
diagnosis of dermatitis herpetiformis. 
Jejunai abnormality, either structur- 
ally or in the form of excess cellular 
infiltrate, in the jejunal mucosa is 
present in almost 100% of cases. It was 
said to be normal in the four biopsy 
specimens taken in the present 
instanee. If there were serial biopsy 
specimens taken with a multiple biop- 
sy instrument on the same occasion, 
then their normal appearance would 
indicate that there is no abnormality 
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in the jejunum. On the other hand, if 
the four biopsy specimens were single 
specimens taken on separate oecasions 
with a Crosby eapsule or a similar 
instrument, then the likelihood is that 
a specimen was removed from approx- 
imately the same area on each occa- 
sion. Normal histologic findings in 
that case are not conclusive, since the 
abnormality of the jejunum in derma- 
titis is patchy and can be missed with 
a single biopsy. 

It has been suggested by Holubar 
and Beutner that perhaps the patient 
under discussion suffered from pem- 
phigus and dermatitis herpetiformis 
simultaneously. The evidence avail- 
able is not enough to support a diag- 
nosis of dermatitis herpetiformis but 
it is in favor of a diagnosis of pem- 
phigus with features of dermatitis 
herpetiformis. Since both these disor- 
ders can occur in association with a 
malignant tumor, it is possible that 
this patient had an occult tumor that 
stimulated features of each disease. In 
the absence of proof, it would be 
better to regard the case as ‘unclassi- 
fiable’ until the passage of time 
provides the correct diagnosis. 

J. O'D. ALEXANDER, FRCP (G) 
Glasgow, Scotland 


1. Rook AJ, Whimster IW: The histological 
diagnosis of pemphigus. Br J Dermatol 62:443- 
446, 1950. 

2. Piérard J, in discussion, Fassotte M: 
Nouvelles observations cliniques, histologiques et 
biologiques dans les cas dermatoses bulleuses du 
type pemphigus. Arch Belg Dermatol Syphiligr 
4:239-251, 1948. 

3. Esteves J, Brandao FN: Au sujet de l'action 
de sulfamides et des sulfones dans la maladie de 
Duhring. Trab Soc Portugues Dermatol Venereol 
8:209, 1950. 


Dermal and Epidermal Types 
of Erythema Multiforme 


To the Editor.—In their paper in the 
ARCHIVES titled "Dermal and Epider- 
mal Types of Erythema Mult:forme" 
(109:682-688, 1974), Orfanos et al 
attempt to reconcile contradictory 
reports of histological changes in 
erythema multiforme by positing two 
different histologic types of erythema 
multiforme. In one type, the blister is 
said to occur in the papillary dermis as 
a result of dermal edema caused by 
increased vascular permeability. In 
describing the second type, Orfanis et 
al write that "Ackerman and his co- 
workers have recently reported that 
liquefaction degeneration at the der- 
moepidermal interface was the most 


characteristic light microscopical fea- 
ture in early target lesions and that 
vascular changes were lacking.” This 
is not a completely accurate restate- 
ment of our findings, published in the 
British Journal of Dermatology 
(84:554-566, 1971). We wrote: 


In summary, the eruption of erythema 
multiforme exudativum may vary from 
erythematous edematous papules, with or 
without “iris” and “target” lesions, to 
mostly vesicles and bullae. This patholog- 
ical process initially involves the blood 
vessels of the superficial plexus. Into the 
dermis emerge transudate lymphocytes, 
histiocytes, erythrocytes and, rarely, eosin- 
ophils. The lymphocytes and histiocytes 
move up to the dermo-epidermal interface 
and into the epidermis, where damage is 
reflected by necrotic keratinocytes (some 
with pyknotic nuclei and others composed 
only of small amorphous eosinophilic bod- 
ies), vacuolar alteration and mild spongio- 
sis. The vacuolar alteration evolves inte 
subepidermal vesiculation. The epidermis 
above the separation beeomes necrotic. 
Uncommonly, intracellular edema coales- 
ces to form intraepiderma! vesicles. 


Although the earliest changes in 
erythema multiforme are vascular 
ones, the crucial diagnostic histologic 
changes are in the epidermis and the 
superficial dermis, especially at their 
junction. These changes are necrotic 
keratinocytes, as well as vacuolar 
alteration, in association with a sparse 
lymphohistiocytic infiltrate that ema- 
nates from the dilated blood vessels of 
the superficial plexus. These distinc- 
tive histologic features were present 
in each of the 33 biopsy specimens of 
erythema multiforme that we exam- 
ined. The duration of the lesions 
examined varied from less than four 
hours to several days. 

Until Lever’s critical differentia- 
tion, bullous pemphigoid was incor- 
rectly thought to be a type of chronic 
bullous erythema multiforme. When 
criteria for the clinical diagnosis of 
erythema multiforme are further re- 
fined, and other diseases are found to 
be separable from it, I believe that 
erythema multiforme will be recog- 
nized to be a unique pathological pre- 
cess, although with many causes. 

A. BERNARD ACKERMAN, MD 
New York 


Perilymphatic Atrophy of the Skin 


To the Editor.—There have been sev- 
eral reports of linear atrophy of the 
skin running along the lymphatic ves- 
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Fig 1.—Line of atrophy extending distally on forehead along 


lymphatic vessel. 


sels, starting at the site of cortico- 
steroid injections. We would like to 
report an interesting case. 


Report of a Case.— A 34-year-old woman 
with a previous history of alopecia areata 
in 1967 suddenly developed alopecia areata 
one week prior to the first examination. 
She remembered that intradermally ad- 
ministered injections of corticosteroids 
performed at another hospital were quite 
effective in 1967. 

At first examination on June 29, 1973, 
she had a lesion of alopecia areata on the 
right side of the forehead, into which we 
injected 8 mg of triamcinolone acetonide in 
aqueous suspension. A week later, hair 
regrowth was evident. On July 14, the 
same dose of triamcinolone was injected in 
the same manner. On July 21, or 22 days 
after the first injection, atrophy and accen- 
tuation of the underlying venous pattern 
were noted. Within the lesion, small areas 
of purpura were observed. On Aug 27, 59 
days after the first injection and 44 days 
after the second injection, we noticed a 
line of atrophy extending distally on the 
forehead, starting from a lesion of alopecia 
areata with atrophy and central hair re- 
growth (Fig 1 and 2). 

During this time, the patient was being 
examined weekly. The atrophic line, 70 mm 
in length and two mm in width, was not 
depigmented. A biopsy specimen was ob- 
tained from the starting point of the at- 
rophy adjoining the lesion of alopecia. To 
our surprise, the atrophic line disappeared 
as soon as a local anesthetic was injected. 
Evans blue was injected along the atrophic 
line in a way a lymphatic vessel is injected 
in lymphangiography. It was found that 
the line ran along a lymphatic vessel. 
The histologic examination showed dis- 
appearance of the rete ridges, degenera- 
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tion of the appendages, especially of the 
sebaceous glands, degeneration of the 
blood and lymphatic vessels, and homoge- 
nization of the collagen fibers. 

We discontinued topical injection ther- 
apy and gave the patient a lotion contain- 
ing a cholinergic vasodilatator that is 
in wide use in Japan (Furozin solution). 
On Oct 27, we noted another 19x6-mm 
atrophic area starting from the lesion of 
alopecia areata extending in the direction 
of the right ear that showed a tendency to 
disappear without treatment. 


Comment.—In 1964, Ayres' reported 
a case of alopecia areata with two 
pronounced, depressed streaks ap- 
pearing after two or three injections 
of corticosteroids. In the discussion of 
this case, it was assumed that the cor- 
ticosteroid was transmitted along the 
lymphatic system. 

In 1973, Steigleder? published a 
photograph of depigmentation and 
depression that ran along lymphatic 
vessels after the injection of tri- 
amcinolone. In 1973, we presented a 
case of perilymphatic atrophy of the 
skin at a dermatological meeting. At 
the meeting, two  dermatologists 
stated that they had seen similar 
cases, indicating that there have been 
more cases observed than reported. 
Possibly few cases have been re- 
ported because those who observed 
them assumed that their injection 
technique had been faulty. 

Our previous case had developed a 
Y-shaped 17-cm long atrophic lesion 
starting at the proximal and distal 
aspects of a keloid, extending into the 
chest after injections of tri- 
amcinolone. 

An interesting feature of this con- 
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Fig 2.—Line of atrophy marked with ball-point pen. 


dition is that linear atrophy deve ops, 
after a considerably long latent pe- 
riod, over the areas not subject to 
movement. In this case, atrophy dis- 
appeared as soon as biopsy was per- 
formed, but in the course of time, an- 
other area of atrophy appeared at a 
different site. 

We could not explain fully these 
findings, but it appears that they rep- 
resent another potential difficulty in- 
herent in a therapeutic modality. 

IcHIRO KIKUCHI, MD 
SuMI Horikawa, MD 
Kumamoto, Japan 


1. Alopecia areata with associated subcu-ane- 
ous atrophy, SOCIETY TRANSACTIONS. Arch Derma- 
tol 90:242, 1964. 

2. Steigleder GK: Unerwiinschte und unerwar- 
tete Wirkungen von Arzneien an der Haut. 
Hautarzt 24:261-271, 1973. 


Combined Chemotherapy COP 
in Treatment of Mycosis Fungoices 


To the Editor.—_I would like to 
report the results of the cutaneous 
changes in four patients with mycosis 
fungoides who were treated with 
cyclic chemotherapy using cyclophos- 
phamide, vincristine sulfate (Onco- 
vin), and prednisone (COP). In one 
case, there was complete remission of 
disease for 15 months. In another, 
there was 50% regression of tumors 
with healing of the ulcerated surfzces. 
The third patient showed complete 
clearing of scaling and redness of the 
skin, and the fourth patient experi- 
enced progression of lesions while 
being treated with COP. 

ULLIN W. LEAVELL, MD 
PHILIP DESIMONE, MD 
Lexington, Ky 
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Obviously, efficacy is foremost 
in your mind when ycu recom- 
mend a therapeutic shampoo. 
And efficacy, coupled with 
cosmetic acceptability, usually 
guarantees a successful thera- 
peutic course. 

That's why Head & Shoulders 
is so highly regarded in the treat- 
ment of dandruff. 


Clinically effective 

For years, Head & Shoulders 
has proved effective in the treat- 
ment of dandruff—whether for 
initial therapy or long-term 
control. And now, research shows 
that Head & Shoulders is effective 
in the treatment of seborrheic 
dermatitis.* 


Cosmetically pleasing 

Head & Shoulders lathers well, 
has a pleasant odor and appear- 
ance, and need not be left on 
the scalp for an extended period 
of time. Also, it leaves hair clean 
manageable, and attractive. 


Head & Shoulders: 


You'll like it for 

its therapeutic benefits. 

Your patients will like it for its 
cosmetic appeal. 


*Orentreich, N.: A clinical evaluation 

of two shampoos in the treatment of 
seborrheic dermatitis, ]. Soc. Cosmet. 
Chem. 23:189 (March 3) 1972. 
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It's plain to see that you need more than PRECAUTIONS - x a | 
: F e May prove irritating to sensitized skin in rare cases. |f this occurs, 
an ordinary topical steroid to clear < discontinue therapy. May stain. | 
vili *o. jap ° E . If used under occlusive dressings or for a prolonged period, watch 
dermatitis mi ected with fungi or bacteria. for signs of pituitary-adrenal axis suppression. 
y er . tis May interfere with tnyroid function tests. Wait at least one month 
Vioform-H ycrocortisone, with its four- after discontinuance of therapy before performing these tests. The 
i 2 m s . : ferric chloride test for phenylketonuria (PKU) can yield a false- 
way action, pro ices the kind of compr ehen- positive result if Vioform is present in the diaper or urine. 
my : = Prolonged use may result in overgrowth of nonsusceptible orga- 
sive therapy many common dermatoses nisms requiring appropriate therapy. 
è A ADVERSE REACTIONS 
require. Few reports incluce: Hypersensitivity, local burning, irritation, 


pruritus. Discontirue if untoward reaction occurs. Rarely, topical 


*This res Mors, beer evaluaed as possibly effective for these indi- corticosteroids may cause striae at site of application when used 


cations. See brief prescribing information. for long periods in intertriginous areas. 
Viof PHvd ti DOSAGE _ | | 
10 orm- rocor sone Apply a thin layer to affected areas 3 or 4 times daily. 
. . . HOW SUPPLIED 
(iodochlorhydroxyquin and hydrocortisone) Cream, 3% iodochicrhydroxyquin and 1% hydrocortisone in a 


water-washable base containing stearyl alconol, cetyl alcohol, 
stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 


INDICATIONS water; tubes of 5 and 20 Gm. Ointment, 3% iodochlorhydroxyquin 
Based on a review of this drug Dy the National Academy of and 196 hydrocortisone in a petrolatum base; tubes cf 5 and 20 Gm. 
Sciences-National Research Council and/or other information, Lotion, 3% iodechlorhydroxyquin and 1% hydrocortisone ina — 
FDA hasclassified the indications as follows: water-washable base containing stearic acid, cetyl alcohol, lanolin, 
“Possibly” effective: Contact or atopic dermatitis; impetigi- propylene glycol, sorbitan trioleate, polysorbate 50, triethanolamine, 
nized eczema; rummular eczema; infantile eczema; endoge- methylparaben, propylparaben, and perfume Flora in water; plastic 
nous chronic infectious dermatitis; stasis dermatitis; pyoderma; squeeze bottles of 15 ml. Mild Cream, 3% iodochlorhydroxyquin 
nuchal eczema and chr: nic eczematoid otitis externa; acne and 0.595 hydrocortisone in a water-washable base containing 
urticata: localized or disseminated neurodermatitis; lichen stearyl alcohol, cetyl alcohol, stearic acid, petrolatum, sodium 
simplex chronicus; anogenital pruritus (vulvae, scroti, ani); lauryl sulfate, and glycerin in water; tubes of ¥2 and 1 ounce. 
folliculitis; bacterial dermatoses; mycotic dermatoses such as Mild Ointment, 3% 'odochlorhydroxyquin and @.5% hydrocortisone 
tinea (capitis, cruris, corporis, pedis); moniliasis; intertrigo. in a petrolatum base; tubes of 7? and 1 ounce. 

Final classification of the less-than-effective indications requires Consult complete product literature before prescribing. 


further investigation. 


CIBA Pharmaceut cal Company . 
Division of CIBA-GEIGY Corporation 


CONTRAINDICATIONS Summit, New Jersey 07901 2/5007 17 
Hypersensitivity to Vioforrr-Hydrocortisone, or any of its ingredi- 

ents or related compounds lesions of the eye; tuberculosis of the 

skin; most viral skin lesions (including herpes simplex, vaccinia, 

and varicelia). 


WARNINGS ® 
This product is not tor oph*almic use. 

In the presence of systemi! infections, appropriate systemic anti- B 
biotics should be used. 


Usage in Pregnancy 
Although tcpical steroids have not been re- 
ported to have an adverse effect on preg- 


nancy, the safety of their use in pregnant fe- H d 
males has not beer established. Therefore, N J r d 3 r 
they should not be used ex ensively on preg- O O ISO] 
nant patients in large amo: nts or for pro- 
longed periods of time. 
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SUPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y. 1159¢ 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL 22, QUEBEC 





News and Notes 





International Society of Tropical 
Dermatology Meeting.—A special an- 
nual meeting of the International So- 
ciety of Tropica! Dermatology (ISTD) 
will be held in Guadalajara, Jalisco, 
Mexico, on Friday and Saturday, Dec 
12 and 13, 1975. This two-day sympo- 
sium will have to do with selected 
topics in cutaneous microbiology as 
they relate tc the practice of clinical 
dermatology. The presenters will be 
specially invited experts, and the 
meeting will be structured into four 
half-day sessions in each of the fol- 
lowing areas: bacteriology, virology, 
mycology, and parasitology. There 
will also be special cases presented 
under the direetion of Dr. José Barba 
Rubio, Professor of Dermatology, 
University of Guadalajara. Simulta- 
neous English-Spanish translation 
will be provided. 

Inscription costs for the meeting 
will be $20 (US currency) for nation- 
als of the host country and for mem- 
bers of the ISTD. Dermatologists who 
are not members of the ISTD are wel- 
come and will be charged a registra- 
tion fee of $59 (US currency). Please 
address al! eorrespondence to Dr. Or- 
lando-Canizares, Executive Secretary, 
International Society of Tropical Der- 
matology, 3 E 69th St, New York, NY 
10010. 


National Tuberous Sclerosis Associa- 
tion Fermed.—A rational organization 
for tuberous sclerosis parents and 
their children has been formed. It is 
called the National Tuberous Sclerosis 
Association. Parents banded together 
when they discevered that little is 
known abeut TS and that there is 
very little help er information avail- 
able (or research) to give any help or 
hope. 

Members of the organization have 
also found that there are many more 
cases of the-disease than most people, 
including dectors, have previously be- 
lieved there to be. There are an esti- 
mated 500 eases in California alone. 
The disease is common enough to jus- 
tify more research, and information 
for families of TS patients is defi- 
nitely needed. The association is now 
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busy working toward its goals of 
helping afflicted children live mean- 
ingful lives, providing encourage- 
ment and information for parents, 
advising them where to go for medi- 
cal and educational help, publishing 
medical information for parents (a 
most dire need), and generating ge- 
netic research to develop a test for 
carriers. 

The biggest problem in organizing 
and securing funds to reach these 
goals is locating the TS cases. The 
parents who need and deserve help 
are difficult to find. So far, in less 
than a year, the association has lo- 
cated over 80 parents of TS children 
(mainly through the work of only two 
individuals). They are now ready to 
expand. Help is needed from individ- 
uals or organizations to refer any TS 
parents or patients to the association. 
Larger numbers of people must be in- 
formed in order to stimulate more 
valid research and to get grants. 

If readers know of any TS patients, 
please refer them to Mrs. Susan Diaz, 
Co-director, National Tuberous Scle- 
rosis Association, PO Box 7726, Riv- 
erside, CA 92503. Publishers of news- 
letters are encouraged to print a 
small notice with this information. 
This new organization can only see 
real results with local help in locating 
cases. 

This disease, which develops in in- 
fancy or childhood, causes retarda- 
tion, damage to vital organs, and 
manifests itself with seizures, skin 
lesions, and brain tumors. It is con- 
sidered to be hereditary or can occur 
as a mutation. 

Any help will be greatly appreciated. 


Workshop in Soft-Tissue Surgery.—A 
24-day workshop on basic plastic sur- 
gical techniques in soft-tissue sur- 
gery will be held Sept 26-23, 1975, at 
the University of Texas Health Sci- 
ence Center in Dallas. It is sponsored 
by the University of Texas Otolaryn- 
gology Training Programs in conjunc- 
tion with the American Academy of 
Facial Plastic and Reconstructive 
Surgery. It will consist of didactic lec- 
tures, panels, laboratory sessions, and 


problem case solving sessions. The 
faculty consists of members from 
various specialties with special guest, 
John T. Dickinson, MD, Pittsburgh. 
The tuition is $100 for residents and 
$175 for practicing physicians. 

For information, contact Jack P. 
Gunter, MD, Program Coordinator, 
Division of Otolaryngology, Suite 314, 
8210 Walnut Hill Lane, Dallas, TX 
75281. 


Patch Test Clinic.—The Second An- 
nual Patch Test Clinic will be held 
during the Academy of Dermatology 
meeting in San Francisco in Decem- 
ber 1975. Residents and physicians in 
practice are requested to work up 
eases for presentation at this clinic 
symposium, where they will be dis- 
cussed by the presenter and a panel of 
experts. Three categories of presenta- 
tions to be considered are (1) the most 
instructive case, (2) the most thor- 
oughly worked-up case, and (3) the 
most unusual case. Awards for 
achievement will be given to winners 
in these three categories. 

Those interested should submit a 
case history and photomicrographs of 
the clinical lesions as well as patch test 
results for as many cases as desired in 
each of the three categories to 
William L. Epstein, MD, Department 
of Dermatology, UCSF, San Fran- 
cisco, CA 94143. Deadline for submis- 
sion of case reports is Nov 1, 1975. 


SID-ESR Joint Meeting.—The Sec- 
ond Joint Meeting of the Society for 
Investigative Dermatology and the 
European Society for Dermatological 
Research will be held at the Raicon- 
grescentrum in Amsterdam, June 9- 
13, 1975. 

In addition to formal papers and 
poster papers, there will be 16 work- 
shops and four special lectures. Teurs 
of the countryside and museums will 
be available. Any interested scientists 
or physicians may attend. For those 
interested in attending, further infor- 
mation and a program may be ob- 
tained from W. Mitchell Sams, MD, 
Secretary-Treasurer for the Society 
for Investigative Dermatology, 39415 
Cherry, Inglewood, CO 80110. 
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\ HYDROCORTISONE 


CREAM AND LOTION 






where fluorinated 
steroids may be 
too potent and 
high priced 


Especially indicated 
in generalized and 
long term maintenance 


therapy 


Laboratories, Inc. 


DESCRIPTION — Hydrocortisone 1% and 12%. in a water-washable cream 

or lotion containing purified water, propylene glycol, isopropyl myristate, cholesterol and 
related sterols, cetyl {alcohol! and sorbic acid (Cream only, contains glyceryl 
monostearate, polysorbate 60, sorbitan monostearate and polyoxyl 40 stearate) 

(Lotion only, contains triethanolamine carbomer, polysorbate 40, sorbitan monopalmitate 
and silicone emulsion defoamer). 

ACTIONS — Topical corticosteroids are effective primarily because of their 
antiinflammatory, antipruritic, and vasoconstrictive actions. 

INDICATIONS — For relief of the inflammatory manifestations of corticosteroid-responsive 
dermatoses. 

CONTRAINDICATIONS: In viral diseases of the skin such as varicella and vaccinia 

and in patients with a history of hypersensitivity to any component. Not for ophthalmic use. 
Topical steroids should not be used when circulation is markedly impaired. 

WARNING: Should not be used extensively, in large amounts, or for 

prolonged periods in pregnancy. 





e Effective 







e Paraben Free 
e Economical 






e Elegant 





WHERE RESEARCH AND ECONOMY COME FIRST! Fort Washington, Pa. 19034 


PRECAUTIONS — If irritation develops, the product should be discontinued and 
appropriate therapy instituted. In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. If a favorable response does nc 
occur promptly, the corticosteroid should be discontinued until the infection has 
been adequately controlled. If extensive areas are treated or if the occlusive 
technique is used, the possibility exists of increased systemic absorpticn of the 
corticosteroid and suitable precautions should be taken. 
ADVERSE REACTIONS — The following local adverse reactions have been reported with 
topical corticosteroids, either with or without occlusive dressings: burming sensetions, 
itching, irritation, dryness, folliculitis, secondary infection, skin atrophy, striae, 
hypertrichosis, acneform eruption and hypopigmentation. 
DOSAGE AND ADMINISTRATION — Apply to affected areas 3 or 4 times daily. 
HOW SUPPLIED: Cream: Tubes — 1⁄2 02., 1 oz.; Jars — 4 oz., 16 oz.; 

Lotion: Bottles — 1 oz., 4 oz. 
CAUTION — U. S. Federal law prohibits dispensing without prescription 





When it comes down to the 
nitty gritty, Brasivol matches 
your patient's specific need. 






Brasivol is fine. And medium. And rough. And one of the three grades will 
provide the degree of effective scrub cleansing you want for each acne patient. 
The proportion of microsized Al2Os particles in each grade is adjusted to 
moderately increase the level of abrasion so you can prescribe a selective or 
progressive cleansing regimen. 


Abrasion, after all. is what the scrub cleansing concept is all about. But each 
patient's skin requires a different degree of abrasion . . . a need that can't be met 
by a single grade cleanser. Brasivol is supplied in three specific grades to give 
you more precise control of the cleansing therapy for each patient. 


In the 18 years since its introduction, Brasivol has clearly established safety, 
efficacy and patient acceptability. Reports of clinicians and investigators 
throughout the world attest to its place among acne therapeutic agents. * 


When it gets down to the nitty gritty, Brasivol is the scrub cleanser for acne . . . 
true grit in a rich lathering surfactant base with polyoxyethylene lauryl ether. 
Send for professional samples. 


* Abstracts and complete clinical texts on request. 


y, -athe ing 
"rub Cieanse' 
lor Acne 


STIEFEL 
Logical Dermatologicals Since 1847 


STIEFEL LABORATORIES, INC., Oak Hill, New York 12460 





To control moisture and 
inhibit bacteria and fungi 
at any age. 


From diaper rash to dermatophytosis, when it’s important to keep 
the patient's skin dry, ZeaSORB® is indicated. ZeaSORB contains 
4596 microporous cellulose* which absorbs four times its weight in 
moisture without caking or crusting. And, ZeaSORB contains no 
starch to support pathogenic molds or bacteria. Para-chloro-meta- 
Xylenol 0.596 and aluminum dihydroxy allantoinate 0.296 in the 
formula provide antibacterial, antifungal and astringent activity. 


ZeaSORB is safe to use and is indicated where moisture control is 
essential as prophylaxis or adjunctive therapy. It is also recommended 
for such indications as intertrigo, hyperhidrosis and tinea pedis. 


Supplied in 2 oz. plastic dispenser. Stock No. 1504-5. 
Professional samples on request. 


*U.S. Pat. Nos. 2890151, 3278383 
K STIEFEL 


Logical Dermatologicals Since 1847 
STIEFEL LABORATORIES, INC., OAK HILL, NEW YORK 12460 
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SCLERODERMA: Progressive Systemic Sclerosis by Alfred 
J. Barnett, Alfred Hespital, Melbourne, Australia. This is a 
book for general physicians and specialists in various fields 
of internal medicine and will be of value to research 
workers in scleroderma and connective tissue diseases. The 
contents of this bock comprise an up-to-date account of 
scleroderma, based on the author's personal experience and 
an extensive study of the literature. In addition to extensive 
observations at the clinical level, important research work is 
cited. Chapters dea with such topics as the historical 
development of knowledge of scleroderma, pathology, 
biochemistry, vasculer and immunological disturbances and 
affection of such systems as the pulmonary and renal 
systems. This book will help bridge the information gap 
between research wcrkers in particular fields and research- 
ers and clinicians. '73, 270 pp. (6 3/4 x 9 3/4), 84 il. (9 in 
color), ?9 tables, $24.75 


HAIR TRANSPLANT SURGERY by O'Tar T. Norwood, 
Univ. of Oklahoma Medical School, Oklahoma City. The 
basic technique of h-ir transplant surgery has changed little 
in the past eighteen vears. However, there are a number of 
modifications and reainements that, if properly applied, can 
considerably improve the final result. The procedure is 
described in detail as it is performed by the author, and all 
significant modificaions and refinements are discussed. 
Parameters for patient selection are set up and their use 
demonstrated with various patterns and types of alopecia. 
The importance of organizing and planning the entire 
procedure prior to surgery is emphasized. Methods are 
outlined for determining the approximate size, number and 
location of grafts foreach patient before surgery. Complica- 
tions and problems are discussed along with methods for 
their prevention and correction. The volume also describes 
the results of a recent survey of dermatologists doing hair 
transplant surgery. This personal, thorough and careful 
assessment of the mdications, limitations and value of 
transplant surgery s of interest to dermatologists and 
plastic surgeons. '73. 148 pp. (6 3/4 x 9 3/4), 133 il. (64 in 
color), 7 tabies, $10.50 


LEPROSY: Diagnoss and Management (2nd Ed.) by Harry 
L. Arnold, Jr., Univ of Hawaii, Honolulu, and Paul Fasal, 
Leprosy Service, U. S. Public Health Service Hospital, San 
Franciseo. This short, concise manual on leprosy is pri- 
marily intended for the physician who is not a specialist in 
leprosy but may be faced with the problem of diagnosing 
an occasional case o leprosy and starting actual treatment. 
This book is writter for the family physician; the specialist 
in dermatology, internal medicine, pediatrics, neurology, 
orthopedics, or ophthalmology and otolaryngology; the 
public health nurse and other public health professionals; 
the student; and the research worker. The epidemiology of 
the diseasesis briefly discussed, and common misconcep- 


tions about infectivty and transmissibility of leprosy are: 


dispelled. Many phetographs depicting lesions of leprosy 
and diseases easily -onfused with leprosy are included to 
clarify and. exemplify matters discussed in the text. ‘73, 
108 pp., 68 il. (32 ir color), 3 tables, $14.75 


DERMATOPHYTES IN HUMAN SKIN, HAIR AND 
NAILS by James T. Sinski, Univ. of Arizona, Tucson. 


Presented as an aid for dermatologists, medical technolo- : 


gists, microbiology students and laboratory administrators 
who are concerned with the microscopic examination of 
human skin, hair and nails for possible dermatophyte 
infection. This photographic essay is concerned with the 
typical, as well as the atypical morphology of fungi in 
human skin, nails and hair, with emphasis being placed on 
the differentiation of causal organisms as they are seen in 
clinical materials. The depiction of a number of artifacts 
seen during these examinations is also included since these 
may be confused with fungal elements. A number of 
choices of equipment for acquiring and storing a sample are 
given based on the site on the human body to be sampled, 
the funds available for equipment, and the physical 
characteristics of the laboratory. Practical suggestions for 
the specimen for microscopic examination are given incluc- 
ing reagents and equipment used. '74, 64 pp. (6 3/4 x 9 
3/4), 35 il, $7.95 


THE DIAGNOSIS AND TREATMENT OF FUNGAL 
INFECTIONS: A Symposium compiled and edited by 


. Harry M. Robinson, Jr., Univ. of Maryland School of 


Medicine, Baltimore. (38 Contributors) The experienced 
dermatologist and medical mycologist as well as the 
internist will find this text valuable. The contents cover 
recent developments in microbiology, laboratory diagnosis, 
histopathology, immunology and recent experimental 
work. Therapeutic procedures described represent the latest 
approved methods. Articles are also included on various 
subjects concerning the pathology of both superficial and 
deep mycotic infections. Many of the authors who have 
contributed to this text participated actively in the original 
studies which made these advances possible. '74, 580 pp., 
128 il. (18 in color), 45 tables, $29.50 


CRYOSURGERY OF TUMORS OF THE SKIN AND 
ORAL CAVITY by Setrag A. Zacarian, Boston Univ. 
School of Medicine, Boston, Massachusetts. Forewords by 
John G. Bellows and Ervin Epstein..The principal part of 
this book stems from eighteen years of cryotherapy in the 
treatment of cutaneous disorders and over eight years 
experience in cryosurgery of 1,720 malignant tumors of the 
skin in 920 patients. Clinical data includes the types of 
cancer, location, methodology of freezing, instrumentation, 
critical areas where failure rate appears to be higher and the 
careful follow-up of patients. Preliminary clinical reports of 
cryotherapy of keloids, acne and acne scars have been 
touched upon. The clinician will appreciate the valuable, 
simple and effective cryosurgical approach for the primary 
eradication of cutaneous tumors and malignancies. The 
patient will find most rewarding the absence of keloids and 
the infrequent development of hypertrophic scars and 
superior wound healing. The cancer therapist can lean 
strongly to cryosurgery for its secondary role, as a 
significant tool as a palliative measure in advanced malig- 
nancies. '73, 312 pp. (6 3/4 x 9 3/4), 268 il. (28 in color), 
18 tables, $26.75 
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No one dry skin product 


can take care of 
all dry skin problems. 


It takes two: 





Most cosmetic dry skin problems can be treated 
by any number of good dry skin creams and 
lotions. 


But what about the more serious therapeutic 


dry skin problems? You need something stronger. 


That's why we make two Aquacares. One for 
cosmetic dry skin conditions and one for 
therapeutic dry skin conditions. 





Therapeutic. 


Aquacare® (2% urea) was designed as a specific 
treatment for the many cosmetic dry skin 
complaints you encounter in your practice. Dish- 
pan hands, pruritis and mild atopic dermatitis 

all call for treatment with Aquacare. Why 
Aquacare when there are so many other fine 
cosmetic products available? Because Aquacare 
has been proven superior in the treatment of 
moderate manifestations of scaling dry skin. 





Aquacare®/HP (10% urea) was formulated as 

a specific treatment for the more severe dry skin 
conditions you see. Severe atopic dermatitis, 
xerosis (winter itch), ichthyosis, or other problem 
dry skin conditions require a therapeutic dry 
skin product. In numerous tests, Aquacare/HP 
has been shown to be highly effective in the 
treatment of these conditions. 


Aquacare/HP vs. Keri (In-Vivo 
Effectiveness) 

Aquacare/HP Cream was compared to Keri 
Cream to determine in-vivo effectiveness. Five 
elderly volunteer patients with xerosis on the 
lower extremities were selected to participate in 
this study conducted during the winter months 
1972-73. Control cutaneous biopsies of af- 
fected areas were obtained prior to treatment. 
The patients applied the test preparations under 
double blind conditions three times a day for 
three weeks with supervision from a registered 


nurse. 
PHOTOMICROGRAPHS TAKEN PRIOR TO TREATMENT SHOWING HYPERKERATOSIS AND 











eO E TU - 
RIGHT LEG/POST-TREATMENT 
WITH AQUACARE/HP CREAM 


After three weeks of treatment, follow-up biop- 
sies were taken and sent with control specimens 
to James H. Graham, M.D., Director, Section 





^ ~ ve - J^ al 
LEFT LEG/POST-TREATMENT 
WITH KERI CREAM 


E ewm 


of Dermai Pathelogy, California College of 
Medicine, University of California, Irvine, Califor- 
nia. Under double-blind conditions, Dr. Graham 
evaluated the pre- and post-treatment specimens. 
Objectively, he was able to distinguish differences 
between the before and after treatment tissue 
sections. 

Differences between the post-treatment biopsies 
were somewhat subtle, but Aquacare/HP treated 
areas showed a more normal basket weave 
appearance of the stratum corneum when com- 
pared to the Keri Cream treated areas, although 
the latter preparation did similarly reduce hyper- 
keratosis. The dermal connective tissue also 
exhibited à more normal architecture in the 
Aquacare/HP treated areas. 


Aquacare vs. Keri (Common 

Dry Skin) 

A double-blind study was conducted comparing 
Aquacare Lotion with Keri Lotion in the treat- 
ment of 20 elderly women with dry skin con- 
ditions of the lower legs! Opposite legs were 
treated twice daily with either Aquacare or Keri. 
The condition oí the legs was scored weekly on 
a 4 point scale: 0—no scaling (smooth), 1—slight 
scaling, 2—moderate scaling, 3—marked scaling. 
There was a 3 week follow-up period during 
which nothing was applied. 


AQUACARE LOTION KERI LOTION 
AVERAGE PRE TREATMENT SCORE 246 231 
AVERAGE SCORE AFTER 3 WEEK TREATMENT 0.55 0.92 
c, AVERAGE SCORE 3 WEEKS FOST-TREATMENT 1.77 2.46 


MOOERATE 


LIGHT 





28 0 1 4 5 6 
a LLL TREATMENT WEEKS ——————À L FOLLOW-UP WEEKS ——— —À 


Three weeks after therapy ended, the Aquacare 
treated legs were markedly less scaly than the 
Keri treated legs. Aquacare was found to be 
superior in 7096 of the cases, and equally effec- 
tive in the remaining 3096. 


G.S. Ferbert L 3boratories Technical Report No. 8 


Aquacare /HP vs. Calmurid" 


^(IcFthyesis and Hand Eczema) 


In tive separate studies, thirty patients with ich- 
thyotic Skin associated with atopic dermatitis 
and 30 patients with eczematous dermatitis of 
the hands participated in randomized double- 
blind stutlies to evaluate the effects of 


Aquacare/HP and Calmurid? 


^ Efficacy comparison of two dry skin creams containing 10% urea in the 


treatrrent of Icathyosis aad Hand Eczema, T. Fredrikson, M.D., Vasteras, 
veden and |. Gio. M.C Sundswall, Sweden 


After initial ratings, each subject applied the test 
cream twice a day for four weeks. Evaluations 
were made at the end of the 2nd and 4th weeks 
of treatment. 






EXPRESSED PREFERENCE 
FOR AQUACARE / HP 


EXPRESSED PREFERENCE 
FOF CALMURID 

NO PREFERENCE 
EXPRESSED 

TOTAL 


The investigator's preference, after 4 weeks of 
treatment can be seen in the charts shown. 
These studies demonstrate statistically significant 
efficacy in favor of Aquacare/HP 






Aquacare/HP vs. Valisone" 
(Chronic Hand Eczema) 


A total of nineteen patients participated in a 
double-blind, bilateral, paired comparison study? 
All patients received systemic steroids to sup- 
press their chronic eczematous conditions. One 
group of 7 patients achieved complete remission, 
8 patients achieved partial remission and 4 
patients were dropped from the study for var- 
ious reasons. At the end of systemic therapy 
both groups applied Aquacare/HP Cream to 
one hand and Valisone 0.196 Cream to the other 
in a double-blind manner. Follow-up examina- 
tions were conducted and the patients were 
rated on a continuous scale of 0—4 where 0 in- 
dicated absence and 4 represented severe recur- 


rence of the eczema. 


A double-blind study comparing Aquacare/HP Cream to Valisone 0.1% Cream 
in the treatment of chronic Hand Eczema. James W., Burks lll, M.D., Gary R 


Brown, M.D., A.M. Hegre, M.D. and Georg Farber, M.D., New Orleans, Louisiara 


RATINGS DF PATIENTS WHO ACHIEVED COMPLETE REMISSION WITH SYSTEMIC STEROIDS 
a 








In summary, when systemic steroids effectively 
ameliorate the symptoms of chronic hand 
eczema, Aquacare/HP appears to be as effec- 
tive as a potent steroid cream in a maintenance 


program. 


H G.S. HERBERT LABORATORIES / I'vine, CA 92664, U.S.A 





Imtrocducing 





Cream 


Micali 


mmiconazole 
nitrate 








te 2: 


by prescription only 


Major new topical antifungal 
therapy against three important 


pathogens* 





Description: MicaTin contains miconazole nitratet 


296, formulated into a water-miscible cream base con- 


sisting of pegoxol 7 stearate, peglicol 5 oleate, min- 
eral oil, benzoic acid, and butylated hydroxyanisole. 
Actions: Miconazole nitrate is a synthetic antifungal 
agent which inhibits the growth of the common 


dermatophytes, Trichophyton rubrum, Trichophyton 


mentagrophytes, and Epidermophyton floccosum. 
Indications: For topical application in the treatment 
of tinea pedis (athlete's foot), tinea cruris and tinea 


corporis caused by Trichophyton rubrum,Trichophy- 
ton mentagrophytes,and Epidermophyton floccosum. 
Contraindications: MicaTin brand miconazole nitrate 


cream has no known contraindications. 
Precautions: If a reaction suggesting sensitivity or 
chemical irritation should occur, use of the medica- 
tion should be discontinued. 

For external use only. Avoid introduction of MicaTin 
into the eyes. 

Adverse Reactions: There have been isolated reports 
of irritation, burning, and maceration associated with 
application of MicaTin miconazole nitrate cream. 
Dosage and Administration: Sufficient MicaTin 
cream should be applied to cover affected areas 
twice daily, morning and evening. In intertriginous 
areas, the cream should be applied sparingly and 
smoothed in well to avoid maceration effects. 

Early relief of pruritus (first week) and early clinical 
improvement (one to two weeks) have been seen in 
treatment of infections caused by common derma- 
tophytes. If a patient shows no clinical improvement 
after a month of treatment, the diagnosis should be 
redetermined. 

How Supplied: MicaTin cream containing micona- 


zole nitrate at 296 strength is supplied in a 1-oz.tube. 


T Chemical name: 1-[2,4-dichloro-8-4 (2,4-dichloro- 
benzyl) oxy } phenethyl] imidazole mononitrate. 


Especially effective against ` 


T.rubrum 


„with documented clinical 
and mycological evidence that 


High clinical efficacy against three 
important fungal pathogens 

Over-all results in seven double-blind 
studies: 77% of 188 patients with identified 
Trichophyton rubrum, Trichophyton 
mentagrophytes, Epidermophyton floccosum 
had a good-to-excellent clinical and myco- 
logical response to treatment.! In T. rubrum 
infections (132 patients) MicaTin produced 
8296 excellent-to-good clinical response. 

Early relief of pruritus and other 
symptoms. Prompt subjective improvement 
is the rule. Relief of itching was noted in the 
first week of therapy in most patients. Signifi- 
cant objective improvement of lesions is 
commonly evident in 1 to 2 weeks, and the 
majority of infections are clinically and 
mycologically cleared in 4 weeks. 

Low incidence of irritation, although it 
should not be used in patients with known 
hypersensitivity to any of its ingredients. 
There have been a few isolated reports of 
“burning” sensation, irritation and 
maceration. 


Low relapse rate at one month : 


after end of treatment. 


There were 121 patients who were avail- 
able for follow-up and who were clinically 
and mycologically clear at the end of treat- 
ment. Of these, 111 patients (9296) were still 
clinically and mycologically clear upon re- 
examination 4 weeks (median) later. 


1. Data on file, Dermatological Division, 
Johnson & Johnson. 


*Trichophyton rubrum, Trichophyton mentagrophytes 


and Epidermophyton floccosum in patients who pre- 
sented with tinea pedis, tinea cruris and tinea corporis. 


From the Dermatological Division of 


New Brunswick, New Jersey 08903 


© Johnson & Johnson 1974 
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DesquamX 


5 or 10% Benzoyl Perox 6% Polyoxyethylene Lauryl Ether 


he topical side of 
.acnes control 








LE 
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Desquam-X™ (5 or 10% Benzoyl Peroxide, Outstanding patient acceptance is one of 


6% Polyoxyethylene Lauryl Ether) safely and many Desquam-X benefits. The non-perfumed 


effectively helps control cutaneous Coryne- stiff gel vehicle is easy to apply and leaves 
bacterium acnes as it dries and desquamates no visible residue. 
acne skin. Its unique hydro-alcoholic gel m 


with 5.5 pH facilitates penetration into the In vivo testing* of 14-day Desquam-X appli- pes ~ 
follicular orifice to help control C. acnes. cations revealed an up to 66%** reduction of 
Desquam-X can be used concomitantly with free fatty acids and an up to 90% elimination 


most topical and systemic agents. It is indi- ^ of cutaneous C. acnes on test sites. Addi- 
cated for acne grades], ll, and selected cases tional clinical studies report patients virtually 
of grade Ill. free of sensitization and undue irritation? 


= 
“Information on file at Westwood Pharmaceuticals Inc. and available upon request. i 
“*Using the 10% concentration, and up to 52% with the 5% concentration. b 


1975 W. P. Inc. Please see complete prescribing information on adjacent pagê: 


DesquamX0 Kon- vee 


CONTENTS: Desquam-X 5 contains 5% 
Benzoyl Peroxide, 6% polyoxyethylene 
lauryl ether, 37% ety! alconol, carbomer 
940, di-isopropanciamine, disodium 
edetate and water. 


Desquam-X 10 cortains 10% Benzoyl 
Peroxide, 6% polyowyethylene lauryl ether, 
37% ethyl alcohol, carbomer 940, di- 
isopropanolamine,disodium edetate and 
water. 


INDICATION: A topical aic for the control 
of acne vulgaris. 


ACTION: Provides the desirable drying 
and desquamation needed in the topical 
treatment of acne. Desquam-X has been 
demonstrated to have anti-bacterial effects, 
especially acainst Corynebacterium acnes. 


DIRECTION FOR USE: Afer washing as 
instructed, rub Desquam-* into affected 
areas twice daily. Ir-fair-skinned individuals 
or under exeessivety dry atmospheric 
conditions it is suggested that therapy be 
initiated with one anplicatien daily. The 
desired degree of asying and peeling can 
be obtained by modification of the dosage 
schedule. 


CONTRAINDICATIONS: Not to be used in 
patients known to be sensitive to any 
ingredient of Desquam-X. 


y. PRECAUTIONS: Awoid contact with eyes 


and mucous membranes. For external 
use only. Keep this and all medication out 
of the reach of children. 


NOTE: May bleach colored fabrics. 


HOW SUPPLIED: Plastic tubes 1.5 oz. 
(42.5 gm.) 


CAUTION: Federa: law prahibits 
dispensing without prescription. 
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* 
! For jock itch 
and athlete’s foot 
Tinactin Cream 
Begins to relieve itching, burning within 
24 hours 
e Actually kills most skin ringworm fungi 
í ' 


Also available in Po 
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patients 
will use... 
and use 





ee UR. m Exclusive tar shampoo gel — 
c QU EU melts on contact. 


w Neutralized tar odor — no heavy tar smell. 


m Unique Dual-degreasing action — 
both dissolves and emulsifies oils. 


Bit ELNA Available: 3% ounce tube. 
Et o Wr Contains: Owenethers™ (ethoxylates), Owentar™ 
v ite . ... [specially processed form of coal tar solution), 
28 lopol" (a cationic polymer), alcohol 0.496 
and benzalkonium chioride in a 
nonionic /amphoteric base. 
Owen Laboratories, Dallas, Texas 
Division of Alcon Laboratories, Inc. 


iocon, the 
patient-pleasing 
| tar shampoo 
Qu obigen delcostolony that works 
















(5% PABA LOTION) 


may help prevent 


harmful effects of the sun 
such as premature aging B 


of skin and skin cancer.’ 
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Acne 
doesnt 


“e have to 
3 get worse 


before it 
gets better 


To encourage greater patient cooperation, consider effective 
Pernox? Scrub. 


e Dries and desquamates skin with a high degree of safety 
and flexibility. 


* Predictable and controllable therapy for efficacy...without 
undue irritation to the skin. 


e Noticeably rapid improvement. 


e Outstanding patient acceptance and cooperation...skin 
feels smooth after each washing. 


e indicated in grades |, Il, and selected cases of grade Ill acne. 














Contains: 

Microfine granules of polyethylene in SEBULYTIC® brand of 
soapless cleansers and wetting agents. Also 296 sulfur, 
1.5% salicylic acid. 


E the therapeutic scrub 
™ -3 cleanser of choice 
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Supplied 

2 and 4 oz. plastic 
tubes, regular or 
lemon-scented 
Pernox® 


Ao or a A v^ HE Lathering Scrub Cleanser 
NR. et Qu c Regular/Lemon 
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On the skin, this famous Infection Fighter 
is as invisible as the Pathogens it combats 








: Patients will find this anti- 

y d bacterial product cosmetically 
acceptable. It vanishes into the 

skin upon application and 

leaves no greasy residue. 

Water-washable. Water- 

miscible. 

Contains three antibiotics 
that provide broad anti- 
bacterial coverage, including 
virtually all pathogenic bacteria 
found topically.* These anti- 
biotics are seldom used 
systemically, so the patient is 
spared the possibility of sen- 
sitization to those antibiotics 
which might later be required 
systemical y. 

Neospcrin*-G Cream 
(polymyxin B-neomycin- 
gramicidin) will not occlude an 
infected site. Permits air circula- 
tion and evaporation from 
moist and intertriginous areas. 

Invisible. Bactericidal (in vitro). 


NEOSPORIN -G Cream 
(polymyxin B-neomycin-gramicidin) 


Eaca gram contains: Aerospo 
3.5 me neomycin base); gramici 
prapyleneglycol, polyoxyethylene polyoxypropylene compound, emulsifying wax, an 


*INDICATIONS: Based on a review of 
this drug by the lvational Academy of 
Sciences—National Research Council 
and/or other infcrmation, FDA has 
classified the indicatiwns as follows: 
“Pessibly” effective: For topical ad- 
ministration for the treatment of the listed 
localized infections or for suppressive 
therapy in such cenditions: * primary 
ecthyma, sycosis 


pyodermas ‘impetigo, 
vulgaris, paronychia. * secondary infected 
dermatoses (eczeme, herpes, and seborr- 


heic dermatitis) * traumatic lesions 
(inflamed or suppurating as a result of 
bacterial i ion). 

Final classification of the less-than- 
effective indications requires further in- 
vestication. 





rin® brand Polymyxin B Sulfate 10,000 units; ne 
din 0.25 mg. Inactive ingredients: liquid petrolatu 


CONTRAINDICATIONS: Not for use in the 
eyes or in the external ear canal if the eardrum is 
perforated. This product is contraindicated in 
those individuals who have shown hyper- 
sensitivity to any of its components. 

WARNING: Because of the potential hazard of 
nephrotoxicity and ototoxicity due to neomycin, 
care should be exercised when using this 
product in treating extensive burns, trophic ul- 
ceration and other extensive conditions where 
absorption of neomycin is possible. [n burns 
where more than 20 percent of the body surface 
is affected, especially if the patient hes impaired 
renal function or is receiving other amino- 
alycoside antibiotics condixinentiy not more than 
one application a day is recommended. 
PRECAUTIONS: As with other antibacterial 
preparations, prolonged use may result in over- 
growth of nonsusceptible organisms, including 


omycin sulfate 5 mg (equivalent to 
m, white petrolatum, purified water, 
d 0.2596 methylparaben as preservative. 


fungi. Appropriate measures should be taken if 
this occurs. 
ADVERSE REACTIONS: Neomycin is a not 
uncommon cutaneous sensitizer. Articles in the 
current literature indicate an increase in the 
prevalence of persons allergic to neomycin. 
Ototoxicity and nephrotoxicity have been 
reported (see Warning section). 
HOW SUPPLIED: Tube of 15 g. 

Complete literature available on request from 
Professional Services Dept. PML. 


Burroughs Wellcome Co. 
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Wellcome North Carolina 27709 
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Some heads don’t need Selsun: 


But when it comes te controlling dandruff, 
there just isn't a mor effective treatment. 
Selsun has decisively stood the test of time 
in widespread usage throughout the world. 
Proven therapy for candruff and seborrheic 
- dermatitis, Selsun has provided dependable 
relief from itching aad scaling for over 

23 years. | 


ABBO!' 


Available on your prescription. 


BRIEF SUMMARY — Contains: Selenium sulfide. 21⁄2 % 
w/v in aqueous suspension; also contains: bentonite, so- 
dium alkyl aryl sulfonate, sodium phosphate (monobasic), 
glyceryl monoricinoleate, citric acid, captan and perfume. 
Indications: For the treatment of seborrheic dermatitis of 
the scalp, including dandruff. Contraindications: Should 
not be used bv patients allergic to any of its components. 
Warnings: Safety for use on infants has not been estab- 
lished. Precautions: Cutaneous sensitization of the scalp 
or adjacent areas has been reported; if sensitivity reactions 
should occur, discontinue use.Chemical conjunctivitts may 
result if product enters the eyes. Do not use when acute 
inflammation or exudation is present as an increase in 
absorption may occur. Adverse Reactions: As with other 
shampoos, oiliness or dryness of the hair and scalp may 
occur following use; there have been occasional reperts of 
an increase in the ameunt of normal hair loss. Hair dis- 
coloration may occur; can be avoided or minimized by 
thorough rinsing. 401469R 


Effective the world over for dandruff 
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An important new acre product is now 
available from the Desmatological Divi- 
sion of Johnson & Johason. In contrast to 
superficial peeling agents, Retin-A Gel 
provides an apparentl- unique mode of 
action to resolve exis ing papules and 
pustules in acne vulgeis. 

And itdoes more. It can help prevent 
existing comedones frem developing into 
papular or pustular ame, even when 
comedones are not ye visible. 


Retin-A Ge! reselves papules 
aga pustules. 


Percent Reduction in 
Papule and Pusule Counts at Each Visit 
90,0256 Tretinoin Gel 
(P-tient- with Excellent or 
Goci Responses) 


Papules 


Percent Reduction 


Pustules 
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These clinical studies* were con- 
ducted on a total of 67 patients with 
predominantly grades Il and III acne. 
Overall results showed that 82% of those 
studied had a good-to-excellent response; 
9% had a fair response; and 9% had a 
poor response. 

The action of Retin-A Gel (see chart) 
against papules and pustules is both rapid 
and effective. After just 2 weeks of treat- 
ment, there were 35% fewer papules and 
57% fewer pustules in those patients who 
had good-to-excellent response. After 11 
weeks of therapy, in the same group of 
patients, papules were reduced by 67% 
and pustules by 78%. 


Retin-A Gel helps prevent 
papules and pustules. 


Evidence to date suggests Retin-A 
Gel acts deep within the follicular canal 
to expel existing comedones, break up 
their precursors, and prevent formation 
of new ones. And in doing this, it helps 
prevent papular and pustular acne. 
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^ New potent gel form 
ia 4, Unsurpassed Retin -A efficacy 


Retin-A Gel loosens and expels exist- 
ing comedones by stimulating epithelial 
proliferation and reducing the number of 
attachment plates of the epidermal cells. 

In addition, Retin-A Gel can even 
help prevent new comedones from de- 
veloping. As the number of attachment 
plates is reduced, the turnover of horny 
cells is accelerated. This helps reduce ad- 
herence of horny cells within the follicu- 
lar canal and thus helps prevent forma- 
tion of the comedo. 


All the advantages of Retin-A. 
All the convenience of a gel. 


Retin-A Gel provides excellent dos- 
age control, because it applies evenly. 
And Retin-A Gel is cosmetically elegant. 


© 
Goluuenalfchmren 1975 


*Data on file in the Department of Clinical 
Research, Johnson & Johnson. 

For prescribimg information, see last page 
of this advertisement. 
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. Indications: RETIN-A Brand tretinoin is indicated for topical applica- , 
tion in the treatment of acne vulgaris, primarily grades |, II, and III in 
which comedones, papules, and pustules predominate. It is nct effec- 
tive in most cases of severe pustular and deep cystic nodular varieties 
(acne conglobata). 
Contraindications: Use of the product should be discontinued if 
hypersensitivity to any of the ingredients is noted. 


More than n Warnings: RETIN-A should be kept away from the eyes, the mouth, 
angles of the nose, and mucous membranes. Topical use may induce 


severe local erythema and peeling at the site of application. If the 


= 
degree of local irritation warrants, patients should be directed to use 
ormu a on ec ause the medication less frequently, discontinue use temporarily, o- dis- 
continue use altogether. Tretinoin has been reported to cause severe 


irritation on eczematous skin and should be used with utmost caution 


v in patients with this condition. 
n Precautions: Concomitant topical medication should be used with 


caution, because of possible interaction with tretinoin. Particular 


* caution should be exercised in using preparations containing peeling 
agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic acid) 
a with RETIN-A. It also is advisable to “rest” a patient's skin until the 
effects of peeling agents subside before use of RETIN-A is begun. 
Exposure to sunlight, including sunlamps, should be minimized during 


the use of RETIN-A and patients with sunburn should be advised not to 
0.025% 0.05% 0.1% 0.05% 0.05% use the product until fully recovered because of heightened suscepti- 
Liquid 








Gel Cream Cream Swab bility to sunlight as a result of the use of tretinoin. Patients who may 

be required to have considerable sun exposure due to occupetion 

should exercise particular caution. Other weather extremes, such as 

wind and cold, also may be irritating to patients under treatment with 
tretinoin. Similar precautions are advisable with regard to the use of 

l e a medicated or abrasive soaps and cleansers, soaps and cosmetics that 
have a strong drying effect, and products with high concentrations of 

alcohol, astringents, spices, or lime. If medication is applied exces- 

sively, no more rapid or better results will be obtained and marked 

redness, peeling, or discomfort may occur. 

E) uty Adverse Reactions: The skin of certain sensitive individuals may be- 

: come excessively red, edematous, blistered, or crusted. If these effects 
occur, the medication should either be discontinued until the integrity 
of the skin is restored or the medication should be adjusted to a level 
the patient can tolerate. True contact allergy to topical tretinain is 
rarely encountered. Temporary hyper- or hypopigmentation has been 
reported with repeated application of RETIN-A. Some individuals have 
been reported to have heightened susceptibility to sunlight while 
under treatment with RETIN-A. To date, all adverse effects of RETIN-A 
have been reversible upon discontinuation of therapy. (See Dosage 
and Administration section.) 

Dosage and Administration: RETIN-A Gel, Cream or Liquid should be 
applied once a day, before retiring, to the skin where acne lesions 
appear, using enough to cover the entire affected area lightly. Liquid: 
The liquid may be applied using a fingertip, gauze pad, or cctton swab. 





Dark 





Maintenance 
Reinstitute 
Mild Acne 
Severe Acne 


Small Areas 


If gauze or cotton is employed, care should be taken not to oversaturate 
Large Areas & it to the extent that the liquid would run into areas where treatment is 
- not intended. Swab: One RETIN-A Brand tretinoin swab should be 
Comedonal Lom applied once a day, before retiring, to the skin where acne lesions 
appear, spreading the medication over the entire affected area. One 


Papular and 


Pustular the face. If other sites are treated, such as the back, additionzl swabs 


should be used. 
Application may cause a transitory feeling of warmth or slight stinging. 
Ja + % In cases where it has been necessary to temporarily discontinue ther- 
When YOu get specific about acne vulgaris apy or to reduce the frequency of application, therapy may be re- 
M sumed or frequency of application increased when the patients become 
by prescription only able to tolerate the treatment. 


* It should be noted that just as some patients require less freq.ient 
applications or other dosage forms, others may respond better to more 
= frequent applications of tretinoin. Alterations of vehicle, drug concen- 


tration, or dose frequency should be closely monitored by cereful 


a swab supplies enough of the preparation to treat an area the size of 








Brand 
tretin ol n observation of the clinical therapeutic response and skin tolerance. 
During the early weeks of therapy, an apparent exacerbation of in- 
G | O 02 596 flammatory lesions may occur. This is due to the action of the medica- 
e E 0 tion on deep, previously unseen lesions and should not be considered 
a reason to discontinue therapy. 
Cream 0.1 % , 0.05% Therapeutic results should be noticed after two to three weeks, but 
> " more than six weeks of therapy may be required betore definite bene- 
Li uid 0.0 5% ficial effects are seen. Once the acne lesions have responded satis- 


factorily, it may be possible to maintain the improvement with less 


S atu ra t e d Swa b S 0 0 596 frequent applications, or other dosage forms. 

o 0 Patients treated with RETIN-A may use cosmetics, but the areas to be 
treated should be cleansed thoroughly before the medication is applied. 
How Supplied: RETIN-A Brand tretinoin is supplied as: 

1) A 0.025% gel in tubes of 15 grams. 

2) Creams of either 0.1% or 0.05%, in tubes of 20 grams. 

3) A 0.05% liquid in amber bottles containing 28 ml. 

4) Foil-covered swabs saturated with the 0.05% liquid, in boxes of 30. 


RETIN-A Brand tretinoin is available in gel, cream and liquid vehicles. RETIN-A 
Brand tretinoin Gel contains tretinoin (retinoic acid; vitamin A acid) 0.025% by 
weight, in a gel vehicle of butylated hydroxytoluene, hydroxypropyl cellulose, and 
alcohol 90% w/w. RETIN-A Brand tretinoin Cream contains tretinoin in either of 
two strengths, 0.1% or 0.05% by weight, in a hydrophilic cream vehicle of stearic 
acid, isopropyl myristate, polyoxyl 40 stearate, stearyl alcohol, xanthan gum, 
sorbic acid, and butylated hydroxytoluene. RETIN-A Brand tretinoin Liquid con- 


tains tretinoin 0.05% by weight, polyethylene glycol 400, butylated hydroxy- als POUCA spears? i 
dok, anii alcohol ay oe a BY "y v from the Dermatological Division of 
o pueri EK Sat oie icta e i A PIS PAAR CPUS. (UR RNC REESE T 
*Primarily grades |, Il, and III in which comedones, papules, and pustules pre- 
dominate. It is not effective in most cases of severe pustular and deep cystic 
nodular varieties (acne conglobata). New Brunswick, New Jersey 08903 
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IUPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.11590 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DFRMAPFLTICS I TD.. MONTREAL 23. QUEBEC 
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o single-entity topical antifungal 
that acts against 





DERMATOPHYTOSES 
tinea pedis 

tinea cruris 

tinea corporis 











(due to Trichophyton mentagrophytes, Trichophyton 
. rubrum, Microsporum canis, Epidermophyton floccosum) 






...and the sometimes 
"look alike" 
CANDIDIASIS 


...as Well as TINEA VERSICOLOR 


Artist s rendition of 
Dermatophytoses. Candidiasis and 


Tinea Versicolor Copyright © 1975, Delbay Pharmaceuticals. Inc. All rights reserved 
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provides a broad spectrum of 
antifungal activity 
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submammary eolonization by 7 days b.i.d. 28 days b.i.d. 


Candida albicans 


TINEA VERSICOLOR 


colonization by 7 days h.s. 28 days 


Malassezia furfur (14 days h.s. was 
end of treatment) 


Efficacy. ins «ucc Penetration with minimal absorption. 





double-blind Studies of 400 LOTRIMIN (brand of clotrimazole) penetrates to the base of 
patients treatec with LOTRIMIN the stratum corneum and below to inhibit fungal growth, with 
(1% cream or solution) showed no detectable absorption into the bloodstream. Concentrations 
cinical cure or improvement of LOTRIMIN in the stratum corneum have been reported at 
as follows: 50-100 mcg/cm: 
DERMATOPHYTCSES* B clinical improvement, with relief of pruritus, 
tinea cruris A ithi 
tinbelearperis 97% usually within a week BA 
tinea pedis: 79% m mycological cure in most cases within 14 days 
CANDIDIASIS 93% m contains no parabens or other common 
TINEAVERSICOLOR 83% x 
sensitizers 
includes interdigital arei plantar types iB nongreasy, odorless, nonstaining 


B by prescription only 


Before prescribing. please see product information on next page 
of this advertisement or consult your Schering representative 
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LOTRIMIN Cream 126 is supplied in 15 gm. and 30 gm. tubes. 





LOTRIMIN Solution 1% is supplied in 10 ml. and 30 ml. plastic bottles. 





single-entity antifungal with o 


broad spectrum of activity that provides 
clinical improvement usually 


within o week 


SUPERFICIAL 
FUNGAL INFECTION 


DERMATOPHYTOSES 
tinea pedis 
tinea cruris 
tinea corporis 
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LOTRIMIN'" brand of clotrimazole 
CREAM 1% SOLUTION 1% 
FOR DERMATOLOGIC USE 


BRIEF SUMMARY 

CONTRAINDICATIONS 

LOTRIMIN Cream and Solution are 
contraindicated in individuals who have shown 
hypersensitivity to any of their components 
WARNINGS 

Usage in Pregnancy: Safety for use of this 
product during pregnancy has not been 
established. However, only very small quantities 
of LOTRIMIN appear to be absorbed following 
topical application. Application of 14C-4labeled 
clotrimazole to intact or diseased skin under 
occlusive dressing for six hours did not yield 
measurable quantities (lower detection limit 
0.001 mcg/ml) of radioactive material in the 
sera of human subjects 

LOTRIMIN Cream and Solution are not for 
ophthalmic use 

PRECAUTIONS 

If irritation or sensitivity develops with the use of 
LOTRIMIN, treatment should be discontinued 
and appropriate therapy instituted. 

ADVERSE REACTIONS 

The following adverse reactions have been 


Epidermophyton 
floccosum multiple-step 





CAUSATIVE AGENT* 
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No single-step or 


resistance to 
LOTRIMIN (brand 


Po. ME sporum Of clotrimazole) 
«x has developed. 


from a culture 

(artist's 

representation) 
Tmicroscopic view 


: Ta Candida albicans Ms AES. 
E - d microscopic view 


ls Malassezia from a scraping, since 
ndi furfur* Malassezia furfur 
j can be cultured only 
with difficulty (artist's 


representation} 


reported in connection with the use of this 
product: erythema, stinging. blistering, peeling, 
edema, pruritus, urticaria, and general irritation 
of the skin. 

MARCH 1975 

For more complete details, consult package 
insert or Delbay literature available from your 
Schering Representative or Professional 
Services Department, Delbay Pharmaceuticals, 
Inc., Kenilworth, N.J. 07033. 


Distriouled by 
Delboy” Pharmaceuticals, Inc 
Kenilworth, New Jersey 0/033 
Manufactured by Schering Corporation 
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some “aces can take harsh abrasives 


Your young acne patients aren't 
dummies. They wan? and deserve 
over-scrub protecticn. Not the rough, 
irritated skin a sand»apery cleanser 
can Cause. 


That's where Komex® comes in. 
No other scrub cleanser is so mild, yet 
effective. When used with ample water, 
patented Komex SCRUBULES™ 
(sodium tetraboratesdecahydrate) 
break down and dissolve completely as 
they deep-clean troubled skin. The 
amount of water you advise a patient 
to use determines the length of time 
SCRUBULES last — giving you even 
more cantro! over a»radancy. Komex 


virtually eliminates the danger of 
uncomfortable over-scrub often 
associated with non-dissolving 
abradants. 


No drying and flaking with Komex. 
Komex contains a unique skin 
conditioning ingredient to prevent the 
drying and flaking which results from 
other acne scrubs. Your patients will 
enjoy that Komex feeling because it 
leaves faces feeling fresh and clean. 


Barnes-Hind Laboratories 

Division of Barnes-Hind Pharmaceuticals, Inc. 
835 Kifer Road 

Sunnyvale, California 94086 


KOMIEX...the only dissolving 


acne scrub $ 
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Aluminum Oxide particles (corundum) re- 
duced from x100. Rated next to diamond 
in hardness on Mohs’ scale,' these particles 
are typically sharp-edged, rigidly-shaped, and 
will not dissolve. 





Polyethylene particles reduced from x100. 
Rated low on the Mohs' scale, these particles 
will not dissolve in water. The nonuniform 
size, shape and surface provide abradancy 
because of roughness. 





Komex SCRUBULES reduced from x 100. Uni- 
form, smoeth-edged particles rate low to me- 
dium on Mohs' hardness scale. Tough enough 
to do the job effectively, they dissolve com- 
pletely in 60 seconds when mixed with 
water.? 


! The Mons' scale is a commonly-used refer- 
ence point for comparing the hardness of 
materials. 

2 CUTIS, Aug. 1974, “Abradant Cleansing 
diy for Acne Vulgaris," Sibley, Browne, Kitz- 
miller. 





A anti- -inflammatory relief of mild-to-severe 
corticosteroid- "responsive dermatoses 


ale 


aa = Impresii results in published studies* 


96% good to excellent results in: 


CONTACT DERMATITIS 


( 81 of 84 patients) 


| 92% good to excellent results in: 
ATOPIC ECZEMA ~ 


(231 of 251 patients) smi 


85% good to excellent results in: 


PSORIASIS ? 


(150 of 177 patients) 


= Effective anti-inflammatory, antipruritic, 
and vasoconstrictive actions — 

= Convenient b.i.d. dosage is often effective... 
dosage regimen readily acce 

„Occlusive dressings seldom needed 


= Contains no parabens ...sensitization 
rarely occurs 


VALIS 


brand "Betameth 3 on 
Valerate ^ 
CREAM/OINTN men 0.196 


*Files of Headquart Rese rch Division, 
Schering Corporati * d 


See Clinical Consic ns sectic which follows. 
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Clinical success 





comes in all forms 















For contact 
dermatitis only— 


Valisone Aerosol ,, 
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For low-cost 

maintenance therapy 
of corticosteroid- ! 
responsive dermatoses 7). \rmatologie 


Valisone naan fli 
Reduced Strength 
Cream 


without prescription, 


Schering Corporation 
Kenilworth, N J 07033 


rand of 


_. For corticosteroid- 
esponsive dermatoses — 


For corticosteroid- 
responsive dermatoses — 


Valisone 
Cream/Ointment 


betamethasone valerate, NF 


Cream 0.1%/Ointment 0.1%/Lotion 0.1%/Aerosol 0.15%/ Reduced Strength Cream 0.01% 


Clinical Considerations: Indications: VALISONE Cream and Ointment 
are indicated for relief of the inflammatory manifestations of corti- 
costeroid-responsive dermatoses. VALISONE Reduced Strength 
Cream is indicated for the relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. VALISONE Lotion is indicated 
only inthe topical management of seborrheic dermatitis of the scalp. 
VALISONE Aerosol is indicated, solely, for adjunctive topical man- 
agementto relieve the inflammatory manifestations of acute contact 
dermatitis. Contraindications: Topical steroids are contraindicated in 
tuberculosis of the skin and some viral diseases of the skin (varicella 
and vaccinia). Topical steroids are also contraindicated in those 
patients with a history of hypersensitivity to any of the components of 
the preparations. VALISONE Aerosol is contraindicated for use under 
occlusive dressings. Warnings: Keep the spray of VALISONE Aerosol 
away from eyes and other mucous membranes; avoid inhaling. Avoid 
freezing of the tissue by not spraying for more than 3 seconds, at a 
distance not less than 6 inches. Contents are under pressure. Do not 
puncture. Donot store or use near open flame or heat. Do not expose 
to temperatures above 120°F. Keep out of reach of children. Never 
throw container into fire or incinerator. Precautions: If irritation or 
sensitization develops with the use of VALISONE products, treatment 
should be discontinued and appropriate therapy instituted. In the 
presence of infection, the use of an appropriate antifungal or anti- 
bacterial should be instituted. If favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infec- 
tion has been adequately controlled. If extensive areas are treated, 
or if the occlusive technique is used, the possibility exists of suffi- 
cient systemic absorption to produce adrenal suppression and sys- 
temic corticosteroid effects may occur; suitable precautions should 
be taken. In afew cases, ulceration has been reported with the use of 
topical steroids for skin conditions involved with impaired circulation 
(i.e., stasis dermatitis). Usage in Women of Childbearing Age: The use 
of any drug during pregnancy andthe lactation period or in women of 
childbearing age requires that the potential benefits of the drug be 


weighed against the possible hazards to the fetus or infant. Topica! 
corticosteroids have not been reported to have an adverse effect or 
the fetus, but the safety of their use in pregnant patients has not been 
definitely established. They should not be used extensively or for 
prolonged periods of time in pregnant patients, unless the condition 
requiring treatment warrants the risk. VALISONE products are not for 
ophthalmic use. Adverse Reactions: The following adverse reactions 
have been reported with topical corticosteroids: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, acneform eruptions, 
and hypopigmentation. The following may occur more frequently 
with occlusive dressings than without such therapy: maceration of 
the skin, secondary infection, atrophy of the skin or subcutaneous 
tissues, striae, miliaria. Dosage and Administration: VALISONE Cream, 
Ointment, and Reduced Strength Cream are applied as a thin film 
overthe affected skin areas one to three times a day. Clinical studies 
of VALISONE have indicated that dosage once or twice a day is often 
feasible and effective. VALISONE Reduced Strength Cream has an 
aqueous, hydrophilic base that softens and moisturizes the skin. 
Although occlusive dressings are required infrequently, they may 
enhance therapeutic efficacy in certain refractory lesions of psoria- 
sis and other dermatoses that are difficult to treat. Apply a few drops 
of VALISONE Lotion to the affected area of the scalp and massage 
lightly until it disappears. Apply twice daily, in the morning and at 
night. Dosage may be increased in stubborn cases; following im- 
provement, apply once daily. Apply VALISONE Aerosol three to four 
times a day. The container may be held upright or inverted during 
use. The spray should be directed onto the affected area from a 
distance of approximately 6 inches and applied for only 3 seconds. 
Aerosol packaged by Aerosol Techniques, Inc., Armstrong Labora- 
tories Division, West Roxbury, MA. 02132. For more complete details, 
consult package insert or Schering literature available from your 
Schering Representative or Professional Services Department, 
Schering Corporation, Kenilworth, New Jersey 07033. MARCH 1974 
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RISEOFULVIN 
S ALL YOU 


FED 
OR EFFECTIVE 





DORSEY LABORATORIES ANNOUNCES 
THE NEWEST DRUG DELIVERY SYSTEM 
FOR IMPROVED ABSORPTION EFFICIENCY: 


new, 
unique 


Gris"PEG 


(griseotulvin 
ultramicrosize) Tablets 125 mg 


An ultramicrocrystalline solid-state dispersion of 
griseofulvin in polyethylene glycol 6000. 


THE NEW 1/2 DOSE GRISEOFULVIN 





1959 1962 1975 


the macrosize the microsize Dorsey Laboratories 
crystal crystal introduces the 
ultramicrosize crystal 





Daily Dose: Daily Dose: Daily Dose: 
1 gm 500 mg 250 mg 
New solid-state dispersion of griseofulvin in polyethylene 


glycol 6000 produces ultramicrosize crystals of 
griseofulvin tor improved absorption efficiency. 


NOW IMPROVED ABSORPTION PRODUCES 
EQUIVALENT PLASMA LEVELS WITH 1/2 THE USUAL DOSE 


THE PLASMA LEVELS OF Gris-PEG AND GRISEOFULVIN COMPARED. THE PLASMA LEVELS OF Gris-PEG AND GRISEOFULVIN COMPARED. 


SINGLE DOSE STUDY 


No statistically significant 
difference between these curves. 


MULTIPLE DOSE STUDY 


No statistically significant 
difference between these curves. 


250 me Gris-PEG (griseofulvin ultramicrosize) 


- 250 mg Gris-PEG (griseofulvin ultramicrosize) 
(2 x 123 mg tablets) 


M (2 x 125 mg tablets) b.i.d. 
e 500 mg griseofulvin (microsize) tablets b.i.d. 


.e——-—-— 


PLASMA CONCENTRATIONS 


we». 500 m: griseofulvin (microsize) tablets 





1 2 4 5 8 10 12 24 | 

HOURS HOURS 
Based on a single dose double-blind bioavailability study Based on a double-blind multiple dose steady state crossover 
conducted in 24 1uman volunteers comparing the average bioavailability study conducted in 17 human volunteers 
griseofulvin ( microsize) and Gris-PEG plasmalevels. Thereis comparing the average griseofulvin (microsize) and Grs-PEG 
nosignificant difference between peak plasma levels, times to plasma levels obtained on days 9, 11 and 13. There is no 
peak, and-areas under the curve. Gas chromatographic assay. significant difference between times to peak, peak plasma levels, 

and areas under the curve. Gas chromatographic assay. 

250 mgof Gris-PEG™ (griseofulvin ultramicrosize) x " 
provides plasma levels equivalent to those obtained f i /" 
with 500 mg of microsized griseofulvin. This factor 
permits the oral intake of half as much griseofulvin but ` . 
there is no evidence, at this time, that this confers any (gri seofu IVI nN 
significant clinical differences in regard to safety and 
efficacy. 


The daily dosage of Gris-PEG for most fungal infections U Itra Y) | C (OS ize) 


is 250 ma. Gris-PEG Tablets give you the flexibility of 
once-a-day cr b.i.c. dosage. And you give the patient T bI t 12 H 
the same effectiveness at a lower cost. d = S Mm g 
Gris-PEG is available as 125 mg tablets. New from DORSEY LABORATORIES 
Division of Sandoz, Inc. 


For complete prescribing information, 
see following page. 


Gri," PEG 


griseofulvin 


ultramicrosize) Tablets 


125 mg 


The new 1/2 dose griseofulvin. 


DESCRIPTION 


Griseofulvin is an antibiotic derived 
from a species of Penicillium. 


Gris-PEG is an ultramicrocrystalline 
solid-state dispersion of griseofulvin 
in polyethylene glycol 6000. 


Gris-PEG tablets differ from griseo- 
fulvin (microsize) tablets USP in that 
each tablet contains 125 mg of ultra- 
microsize griseofulvin biologically 
equivalent to 250 mg of microsize 
griseofulvin. 


ACTION 


Microbiology: Griseofulvin is fungi- 
static with in vitro activity against vari- 
ous species of Microsporum, Epider- 
mophyton and Trichophyton. It has 
no effect on bacteria or other genera 
of fungi. 


Human Pharmacology: The peak plas- 
ma level found in fasting adults given 
0.25g of Gris-PEG occurs at about 
four hours and ranges between 0.37 
to 1.6 mcg/ml. 


Comparable studies with microsize 
griseofulvin indicated that the peak 
plasma level found in fasting adults 
given 0.5 g occurs at about four 
hours and ranges between 0.44 to 1.2 
mcg/ml. 


Thus, the efficiency of gastrointestinal 
absorption of the ultramicrocrystalline 
formulation of Gris-PEG is approxi- 
mately twice that of conventional 
microsized griseofulvin. This factor 
permits the oral intake of half as much 
griseofulvin per tablet but there is no 
evidence, at this time, that this confers 
any significant clinical differences in 
regard to safety and efficacy. 


Griseofulvin is deposited in the keratin 
precursor cells and has a greater affin- 
ity for diseased tissue. The drug is 
tightly bound to the new keratin which 
becomes highly resistant to fungal 
invasions. 


INDICATIONS 


Gris-PEG (griseofulvin ultramicrosize) 
is indicated for the treatment of the 
following ringworm infections: 


Tinea corporis (ringworm of the body) 
Tinea pedis (athlete's foot) 

Tinea cruris (ringworm of the thigh) 
Tinea barbae (barber's itch) 

Tinea capitis (ringworm of the scalp) 
Tinea unguium (onychomycosis; ring- 
worm of the nails) 


when caused by one or more of the 
following genera of fungi: 


Trichophyton rubrum 
Trichophyton tonsurans 
Trichophyton mentagrophytes 
Trichophyton interdigitalis 
Trichophyton verrucosum 
Trichophyton megnini 
Trichophyton gallinae 
Trichophyton crateriform 
Trichophyton sulphureum 
Trichophyton schoenleini 
Microsporum audouini 
Microsporum canis 
Microsporum gypseum 
Epidermophyton floccosum 


RO-EB 


NOTE: Prior to therapy. the type of 
fungi responsible for the infection 
should be identified. 


The use of the drug is not justified in 
minor or trivial infections which will 
respond to topical agents alone. 


Griseofulvin is not effective in the fol- 
lowing: 


Bacterial infections 
Candidiasis (Moniliasis) 
Histoplasmosis 
Actinomycosis 
Sporotrichosis 
Chromoblastomycosis 
Coccidioidomycosis 

North American Blastomycosis 
Cryptococcosis (Torulosis) 
Tinea versicolor 
Nocardiosis 


CONTRAINDICATIONS 


This drug is contraindicated in pa- 
tients with porphyria, hepatocellular 
failure, and in individuals with a his- 
tory of sensitivity to griseofulvin. 


WARNINGS 


Prophylactic Usage: Safety and Effi- 
cacy of Griseofulvin for Prophylaxis of 
Fungal Infections Has Not Been Estab- 
lished. 


Animal Toxicology: Chronic feeding of 
griseofulvin, at levels ranging from 
0.5-2.5% of the diet, resulted in the 
development of liver tumors in several 
strains of mice. particularly in males. 
Smaller particle sizes result in an en- 
hanced effect. Lower oral dosage lev- 
eis have not been tested. Subcutane- 
ous administration of relatively small 
doses of griseofulvin, once a week, 
during the first three weeks of life has 
also been reported to induce hepato- 
mata in mice. Although studies in other 
animal species have not yielded evi- 
dence of tumorogenicity, these studies 
were not of adequate design to form 
a basis for conclusions in this regard. 


In subacute toxicity studies, orally ad- 
ministered griseofulvin produced 
hepatocellular necrosis in mice. but 
this has not been seen in other spe- 
cies. Disturbances in porphyrin metab- 
olism have been reported in griseoful- 
vin treated laboratory animals. Griseo- 
fulvin has been reported to have a 
colchicine-like effect on mitosis and 
cocarcinogenicity with methylcholan- 
threne in cutaneous tumor induction 
in laboratory animals. 


Usage in Pregnancy: The safety of this 
drug during pregnancy has not been 
established. 


Animal Reproduction Studies: It has 
been reported in the literature that 
griseofulvin was found to be embryo- 
toxic and teratogenic on oral adminis- 
tration to pregnant rats. Pups with 
abnormalities have been reported in 
the litters of a few bitches treated with 
griseofulvin. Additional animal repro- 
duction studies are in progress. 


Suppression of spermatogenesis has 
been reported to occur in rats, but in- 
vestigation in man failed to confirm 
this. 


PRECAUTIONS 


Patients on prolonged therapy with 
any potent medication should be 
under close observation. Periodic 
monitoring of organ system function, 
including renal, hepatic and hema- 
topoietic, should be done. 


Since griseofulvin is derived from spe- 
cies of penicillin, the possibility of 
cross sensitivity with penicillin exists; 
however, known penicillin-sensitive 
patients have been treated without 
difficulty. 


Since a photosensitivity reaction is oc- 
casionally associated with griseofulvin 
therapy, patients should be warned to 
avoid exposure to intense natural or 
artificial sunlight. Should a photosen- 
Sitivity reaction occur, lupus erythe- 
matosus may be aggravated. 


Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that 
patients receiving these drugs con- 
comitantly may require dosage adjust- 
ment of the anticoagulant during and 
after griseofulvin therapy. 


Barbiturates usually depress griseo- 
fulvin activity and concomitant admin- 
istration may require a dosage adjust- 
ment of the antifungal agent. 


ADVERSE.REACTIONS 


When adverse reactions occur, they 
are most Commonly of the hypersensi- 
tivity type such as skin rashes, urti- 
caria. and rarely, angioneurotic edema, 
and may necessitate withdrawal of 
therapy and appropriate countermea - 
sures.Paresthesias of the hands and 
feet have been reported rarely after 
extended therapy. Other side effects 
reported occasionally are oral thrush, 
nausea, vomiting, epigastric distress, 
diarrhea, headache, fatigue, dizziness. 
insomnia, mental confusion and im- 
pairment of performance of routine 
activities. 


Proteinuria and leukopenia have been 
reported rarely. Administration of the 
drug should be discontinued if granu- 
locytopenia occurs. 


When rare, serious reactions occur 
with griseofulvin, they are usually as- 
sociated with high dosages, long pe- 
riods of therapy, or both. 


DOSAGE AND ADMINISTRATION 


Accurate diagnosis of the infecting 
organism is essential. Identification 
should be made either by direct micro- 
scopic examination of a mounting of 
infected tissue in a solution of potas- 
sium hydroxide or by culture on an 
appropriate medium. 


Medication must be continued until 
the infecting organism is completely 
eradicated as indicated by appropriate 
clinical or laboratory examination. 
Representative treatment periods are 
— tinea capitis, 4 to 6 weeks; tinea cor- 
poris, 2 to 4 weeks; tinea pedis, 4 to 8 
weeks, tinea unguium — depending on 
rate of growth — fingernails, at least 4 
months; toenails, at least 6 months. 


General measures in regard to hygiene 
should be observed to control sources 





of infection or reinfection. Concomi- 
tant use of appropriate topical agents 
is usually required particularly in treat- 
ment of tinea pedis. In some forms of 
athlete's foot, yeasts.and bacteria may 
be involved as well as fungi. Griseo- 
fulvin will not eradicate the >acterial 
or monilial infection. 


An oral dose of 250 mg of Gris-PEG 
(griseofulvin ultramicrosize) is 
biologically equivalent to 500 mg of 
griseofulvin microsized, USP (see 
ACTION Human Pharmacoloc y). 


Adults: A daily dose of 250 mg will give 
a satisfactory response in most pa- 
tients with tinea corporis, tinaa cruris 
and tinea capitis. Cne 125 mg tablet 
twice per day or two 125 mg tablets 
once per day is the usual dosage. For 
those fungus infections more difficult 
to eradicate such as tinea padis and 
tinea unguium, a divided dailv dose of 
500 mg is recommended. In all cases. 
the dosage should be individualized. 


Children: Approximately 5 mc per kilo- 
gram (2.5 mg per pound) of body 
weight per day is an effective dose for 
most children. On this basis. the fol- 
lowing dosage schedule for children 
IS suggested: 


Children weighing over 25 kilograms 
(approximately 50 pounds)— 125 mg 
to 250 mg daily. 


Children weighing 15-25 ki'ograms 
(approximately 30-50 pounds) — 62.5 
mg to 125 mg daily. 


Children 2 years of age and younger — 
dosage has not been established. 


Dosage should be individualized, as is 
done for adults. Clinical exoerience 
with griseofulvin in children with tinea 
capitis indicates that a single daily 
dose is effective. Clinical relapse will 
occur if the medication is not contin- 
ued until the infecting organism is 
eradicated. 


CAUTION 


Federal law prohibits dispens ng with- 
Out prescription. 


HOW SUPPLIED 


Gris-PEG (griseofulvin ultram:crosize) 
Tablets differ from griseofulvir (micro- 
Size) tablets USP in that each tablet 
contains 125 mg of ultramicrosize 
griseofulvin biologically equivalent to 
250 mg of microsized;griseofulvin. Two 
125 mg tablets of Gris-PEG are bio- 
logically equivalent to 500 mg of micro- 
sized griseofulvin. In bottles of 100 
scored tablets. 


Dorsey 


LABORATORIES 
Division of Sandoz, Inc 
LINCOLN , NEBRASKA 68501 





ow Cetaphil is a gentle, non irritatine 


Introducing 
Flurobate 555" 
Lotion 0.025° 
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oil and fat free vehicle for Flurobate. 


Now detamethasone benzoate, one of 
the newest corticosteroids, is available in 
our famous -etaphil vehicle. 

Each complements the other. 

Wher combined with Cetaphil, be- 
tamethasone benzoate applies an effective 
vasoconstrictive action to inflamed skin. 

For tFis application, Cetaphil Lotion 
is an ideal vehicle for its fluorinated cor- 
ticosteroid. Cetaphil spreads easily. Is 
soothing ard cooling. Non-irritating. And 
free of fats and oils. Flurobate Lotion is less 
expensive than most other corticosteroid 
lotions. 

For tne relief of the inflammatory 
manifestations of eczematous dermatoses”, 
our new loton is a welcome addition to 
the Flurobate family. 


“Hes not been shown to be effective in psoriasis. 





(BE TAME THASONE BENZOATE) 


A short time ago, Flurobate was 
introduced in a hydrophilic, emollient 
cream base: 


Flurobate Cream 0.025% 


(BE TAME THASONE BENZOATE} 

Flurobate Cream combines the 
fluorinated corticosteroid, betamethasone 
benzoate, in a cosmetically elegant emol- 
lient base. The cream base lubricates the 
skin, while the corticosteroid exerts its anti- 
pruritic, anti-inflammatory, and vaso- 
constrictive action. 

The mineral oil and petrolatum in 
the vehicle help soften scales and 
plaques, leaving the treated areas more 
supple and smooth. 


Flurobate was first introduced 
ina rapid-release gel vehicle: 


Flurobate Gel 0.025% 


IBE TAME THASONE BENZOATE} 

The gel vehicle enhances the vaso- 
constrictive activity of betamethasone 
benzoate. And because the fluorinated cor- 
ticosteroid is completely solubilized in a gel 
base, its delivery to the treated areas is as- 
sured. 

Flurobate Gel is transparent and in- 
visible after application. And it's non-sticky, 
non-staining, quick-drying, and water- 
washable. 


See last page for prescribing iniormation. 


The rapidly growi ng Flurobate : 
familv now includes three vehicles for 


betamethasone benzoate: 
Gel, Cream, and the Lotion. 


Each vehicle has its own unique qualities. 

The Gel, which gives a rapid and com- 
plete release of the corticosteroid. 

The Cream, which softens and lubricates 
while it medicates. 


FLUROBATE* 

(betamethasone benzoate) 

LOTION 0.02596 

CAUTION: Federal law prohibits dispens- 
Dg without a prescription. 

DESCRIPTION: Flurobate Lotion 0.02596 
contains the active steroid compound be- 
tamethasone benzoate, the 17-benzoate 
ester of betamethasone, having the chemi- 
cal formula 9a-fluoro-118, 17, 21-tri- 
hydroxy-168-methylpregna-1, 4-diene-3, 
20-dione, 17-benzoate. 

Flurobate Lotion contains betamethasone 
benzoate in a water miscible, oil and fat-free 
lotion vehicle consisting of propylene 
glycol, cetyl alcohol, stearyl alcohol, 
methyl, propyl, butyl parabens, sodium 
lauryl sulfate and purified water. 

ACTIONS: Flurobate Lotion is effective be- 
cause of its anti-inflammatory, antipruritic 
and vasoconstrictive action. 

INDICATIONS: For the relief of the inflam- 
matory manifestations of eczematous der- 
matoses. Flurobate Lotion has not been 
shown to be effective in psoriasis. 
CONTRAINDICATIONS: Topical steroids 
are contraindicated in viral diseases of the 
skin, such as varicella and vaccinia. 

Topical steroids are contraindicated in 
those patients with a history of hypersen- 
sitivity to any of the components of the prep- 
aration. 

PRECAUTIONS: This preparation is not for 
ophthalmic use. 

If irritation or sensitization develops, the 
lotion should be discontinued and appro- 
priate therapy instituted. 

In the presence of an infection, the use of ap- 
propriate antifungal or antibacterial agents 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection 
has been adequately controlled. 

If extensive areas are treated, or if the occlusive technique is used, the possibility 
exists of increased systemic absorption of the corticosteroid and suitable precau- 
tions should be taken. 

Although topical steroids have not been reported to have an adverse effect on 
pregnancy, the safety of their use in pregnant females has not absolutely been 
established. Therefore, they should not be used extensively on pregnant patients, or 
in large amounts, or for prolonged periods of time. 

ADVERSE REACTIONS: The following local adverse reactions have been reported 
with topical corticosteroids: burning, itching, irritation, dryness, folliculitis, hyper- 
trichosis, acneform eruptions, and hypopigmentation. The following may occur more 
frequently with occlusive dressing than without such therapy: maceration of the skin, 
secondary infection, skin atrophy, striae, and miliaria. 

DOSAGE AND ADMINISTRATION: Apply to affected areas 3 to 4 times daily as needed. 
HOW SUPPLIED: Flurobate Lotion is supplied 15 ml (NDC 0064-3938-50) and 
60 ml (NDC 0064-3938-02) bottles. 


FLUROBATE® FLUROBATE® 
(betamethasone benzoate) (betamethasone benzoate) 
GEL. 0.025% CREAM 0.025% 


For external use only 
CAUTION: Federal law prohibits dispensing without prescription. 

Flurobate Gel and Flurobate Cream contain the active fluorinated steroid com- 
pound, betamethasone benzoate, the 17-benzoate ester of betamethasone. 

Each gram of 0.025% Gel contains 0.25 mg of betamethasone benzoate in a 
specially formulated gel base consisting of 13.8% (w/w) alcohol, carboxyvinyl-polymer, 





And the Lotion, which has a Cetaphi base 


for gentle application and spreadabi ity. 


Together, the newly expanded Flurobate 


family offers you even more versatility in treating 


corticosteroid-responsive dermatoses."* 


*Only Flurobate Lotion has not been shown to be effective in psoriasis. 


propylene glycol, disodium edetate, diiso- 
propanolamine and purified water. The gel is 
self-liquefying, clear, greaseless and non- 
staining. The active ingredient is completely 
solubilized and remains in the clear film 
without crystallization atter evaporation of 
volatile substances. 

Each gram of 0.025% Cream contains 
0.25 mg of betamethasone benzoate in 
water-washable emollient cream base con- 
sisting of ethoxylated steary! alcohol, cetyl 
alcohol, petrolatum, mineral oil, isopropyl 
Stearate, propylene glycol, sod um lauryl 
sulfate, polyethylene glycol, sodium acetate 
and acetic acid as buffers, and propyl- and 
methylparaben as preservatives. 

ACTIONS: Flurobate Gel and Flurobate 
Cream are effective because of their anti- 
inflammatory, antipruritic and vasoconstric- 
tive actions. 

INDICATIONS: Flurobate (betamethasone 
benzoate) Gel and Cream are intended for 
relief of the inflammatory manifestations 
of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS Topical steroids 
are contraindicated in viral diseases of the 
skin, such as varicella ard vaccinia. Topical 
steroids are contraindicated in patients with 
a history of hypersensitivity to any of the 
components of the preparations. 

Flurobate (betamethasone berzoate) Gel 
and Cream are not for ophthelmic use. 
PRECAUTIONS: If irritation develops, 
Flurobate (betamethascne benzoate) Gel 
and/or Cream should be discontinued and 
appropriate therapy instituted. 

Inthe presence of an intection, the use of ap- 
propriate antifungal or antibacterial agents 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinuec until the infection 
has been adequately controlled. 

If extensive areas ar» treated, or if the 
occlusive technique is used, the possibility exists of increased systemic absorption 
ofthe corticosteroid, and suitable precautions should be taken. 

Although topical steroids have not been reported to have an adverse effect on 
pregnancy, the safety of their use in pregnant females has rot absolutely been 
established. Therefore, they should not be used extensively on pregnant oatients, or 
in large amounts, or for prolonged periods of time. 

Due to the alcohol content of the vehicle, Flurobate Gel (Eetamethasone ben- 
zoate) may cause mild, transient stinging withouit irritation if used on exccriated skin. 
ADVERSE REACTIONS: The following local adverse reactions have been reported 
with topical corticosteroids: burning sensations, itching, irritation, dryness, fol- 
liculitis, secondary infection, skin atrophy, striae, hypertrichosis, acneform eruptions 
and hypopigmentation. 

The following may occur more frequently under occlusive dressings with Fluro- 
bate Cream than without such therapy: maceration of the skin, secondary infection, 
skin atrophy, striae, and miliaria. 

DOSAGE AND ADMINISTRATION: Apply to affected areas 2 to 4 times daily as 
needed. 

SUPPLIED: Flurobate Gel 0.02596 is supplied in 15 gram (NDC 0064-3939-30) and 
60 gram (NDC 0064-3939-02) tubes. 

Flurobate Cream 0.02596 is supplied in 15 gram (NDC 0064-3940-30) and 60 gram 
(NDC 0064-3940-02) tubes. 

MANUFACTURED BY: Warner-Lambert Company, Morris Plains, N.J. 07950 
DISTRIBUTED BY: Texas Pharmacal Company, San Antonio, Texas 78296 


P^ Texas Pharmacal Company 
WA, San Antonio, Texas 78296 
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Pustular Acne Gently! 





ULFACET-HC 


LOTION 










Mas Sodium Sulfacetamide. Prior m qe. 
powder from Vial to Lotion. The cono 
Sulfacetamide 10%, Hydrocortisone ^: 


T Mae Within 4 Months of Dispensi 


Indications — Acne Vulgaris. Well m 


law prohibits dispensing without peces 
Away From Eyes. (Keep this and all obe œi 


Irritated, Stubborn, 


Soft as a Fleecy Cloud. 





Sodium Sulfacetamide 10%, 


SULFACET-HC 


Hydrocortisone Alcohol 12%, Sulfur Colloid 5%. 


Drying without Irritation. 


SULFACET-HC*— unsurpassed anti-microbial and anti-seborrheic acne lotion. 


DESCRIPTION (‘4s Dispensed) 


Hydrocortisone 4.5965W/M 
Sodium Sulfacetamide — 10.095W/* 
Sulfur Colloid 5.0%W/¥ 


in a water-washabie lotion containing purified water, zinc 
oxide, talcum, prepylene giycol, titanium dioxide, natural 
clays, fatty acid smide, iron oxides, ethoxylated esters, 
natural and synthetic gums, organic salts, sodium chlor- 
ide and bisulfite, sequestrant, buty! and methyl parabens 
and 2-Bromo-2-nitropropan-1 ,3-diol. . 
ACTIONS — Keratolytic, peeling, drying and antisebor- 
rheic action. 

INDICATIONS — Acne vulgaris, acne rosacea and sebor- 
rheic dermatitis. 

CONTRAINDICATIONS — Topical steroids are contra- 
indicated in viral diseases of the skin such as varicella 
and vaccinia. Topical steroids are contraindicated in 
those patients with a histery of hypersensitivity to any 
of the components of the preparation. This preparation 
is not for ophthalmic use, Topical steroids should not be 
used when circulation is markedly impaired or in patients 


with kidney disease or those who have previously exhib- 
ited sensitivity tc sulfonamides. 
WARNINGS — USAGE IN PREGNANCY: Although 
topical steroids have not been reported to have an ad- 
verse effect on the fetus, the safety of their use in 
pregnant females has not been absolutely established. 
Therefore, they should not be used extensively on preg- 
nant patients or in large amounts or for prolonged 
periods of time. 

PRECAUTIONS — For External Use Only. Keep Away 
From Eyes. Sensitivity to sulfacetamide may occur. Cau- 
tion and careful supervision should be observed when 
prescribing these drugs for patients who may be prone 


to hypersensitivity to topical sulfonamides, particularly 


if areas of denuded or abraded skin are involved. If 
irritation develops, the product should be discontinued 
and appropriate therapy instituted. In the presence of 
an infection, the use of the appropriate antifungal or 
antibacterial agents should be instituted. If a favorable 
response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been ade- 
quately controlled. If extensive areas are treated or if 


the occlusive technique is used, the possibility exists 
of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken. 

ADVERSE REACTIONS — The following local adverse 
reactions have been reported with topical corticosteroids, 
either with or without occlusive dressings: burning sen- 
sations, itching, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, hypertrichosis, acneform 
eruption and hypopigmentation. Hypersensitivity to the 
sulfonamides indicated by previous toxic reaction such 
as agranulocytosis, acute hemolytic anemia, purpura 
hemorrhagica, drug fever, jaundice or contact dermatitis. 
DOSAGE AND ADMINISTRATION — Apply a small 
quantity to the affected areas two to three times daily. 
The skin should be thoroughly cleansed and applications 
blended in with light massaging. Consult physician for 
advice on diet and other factors in control of acne. 
HOW SUPPLIED — Lotion, bottles, 1 oz. and 2 oz. as 
dispensed, 
CAUTION — 
out prescription. 


Federal law prohibits dispensing with- 
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removes the hex 
from skin cleansing 


d-SEB gives you the pros of previous skin cleansers— 
without the con, hexachlorophene. 


d-SEB combines excellent detergent properties with 
broad spectrum antimicrobial activity—for cleansing 
of excessive skin oils or to aid in control of acne and 
pimples. 


d-SEB is the only concentrated antiseptic neutral 
(pH 7) gel skin cleanser. d-SEB contains a blend of 
two synthetic detergents, 2% para-chlorometa- 
xylenol (PCMX), and sandalwood fragrance. 


The result is a dual action cleanser that dissolves and 
emulsifies skin oils and sebum while providing help- 
ful antisepsis and eliminating irritation, redness, and 
dryness. 


The rich lather and effective cleansing action help 
unplug pores and comedos; and the pleasant 
fragrance and a-little-bit-goes-a-long-way economy 
promote continued use. 





FLOW PHARMACEUTICALS, INC. 
PALO ALTO, CALIFORNIA 94303 





PAG (microsize) tablets, U.S.P. 
LINICAL CONSIDERATIONS — 


INDICATIONS  Griseofulvin is indicated for 
the treatment of ringworm infections of the 
skin, hair, and nails, namely: Tinea corporis, 
Tinea pedis, Tinea cruris, Tinea barbae, 

Tinea capitis, Tinea unguium (onychomycosis) 
when caused by one or more of the following 
genera of fungi: Trichophyton ruorum, 
Trichophyton tonsurans, Trichophyton men- 
tagrophytes, Trichophyton intercigitalis, 
Trichophyton verrucosum, Trichophyton 
megnini, Trichophyton gallinae, Trichophyton 
crateriform, Trichophyton sulphureum, 
Trichophyton schoenleini, Microsporum 
audouini, Microsporum canis, Microsporum 
gypseum, Epidermophyton floccosum. 

NOTE: Prior to therapy, the type of fungi re- 
sponsible for the infection should be identified. 

The use of this drug is not justified in 
minor or trivial infections which will respond 
to topical agents alone. 

Griseofulvin is not effective in the follow- 
ing: Bacterial infections, Candid asis 
(Moniliasis), Histoplasmosis, Actinomycosis, 
Sporotrichosis, Chromoblastomycosis, 
Coccidioidomycosis, North American Blasto- 
mycosis, Cryptococcosis (Torulasis), Tinea 
versicolor, Nocardiosis. 
CONTRAINDICATIONS This drug is contra- 
indicated in patients with porphyria, hepato- 
cellular failure, and in individuals with a 
history of sensitivity to griseofu vin. 
WARNINGS Prophylactic usage: Safety and 
efficacy of griseofulvin for prophylaxis of 
fungal infections havenot been established. 

nimal toxicology: Chronic feeding of 
griseofulvin, at levels ranging from 0.5-2.596 
of the diet, resulted in the development of 
liver tumors in several strains of mice, 
particularly in males. Smaller particle sizes 
result in an enhanced effect. Lower oral 
dosage levels have not been tested. Sub- 
cutaneous administration of relatively small 
doses of griseofulvin, once a week, during 
the first three weeks of life has also been 
reported to induce hepatomata in mice. 
Although studies in other animal species 
have not yielded evidence of tumorogenicity, 
these studies were not of adequate design to 
form a basis for conclusions in this regard. 

In subacute toxicity studies, orally admin- 
istered griseofulvin produced hepatocellular 
necrosis in mice, but this has rot been seen 
in other species. Disturbances in porphyrin 
metabolism have been reportec in griseofulvin- 
treated laboratory animals. Griseofulvin has 
been reported to have a colchicine-like effect 
on mitosis and cocarcinogenicity with methyl- 
cholanthrene in cutaneous tumor induction 
in laboratory animals. 

Usage in pregnancy: The safety of this drug 
during pregnancy has not beer established. 

Animal reproduction studies: It has been 
reported in the literature that griseofulvin 
was found to be embryotoxic and teratogenic 
on oral administration to pregnant rats. Pups 
with abnormalities have been reported in 
the litters of a few bitches treated with griseo- 
fulvin. Additional animal reproduction studies 
are in progress. 

Suppression of spermatogenesis has been 
reported to occur in rats, but investigation in 
man failed to confirm this. 

PRECAUTIONS Patients on prolonged ther- 
apy with any poen: medication should be 
under close observation. Periodic monitoring 
of organ system functions, js tn bn e 
hepatic, and hematopoietic, should be done. 

Since griseofulvin is derivec from species 
of Penicillium, the possibility af cross sen- 
sitivity with penicillin exists; Fowever, known 
penicillin-sensitive patients have been treated 
without difficulty. 

Since a photosensitivity reaction is occa- 
sionally associated with griseofulvin therapy, 
patients should be warned to avoid exposure 
to intense natural or artificial sunlight. Should 
a photosensitivity reaction occur, lupus 
erythematosus may be aggravated. 

Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that patients 
receiving these drugs concom tantly may 
require dosage adjustment of the anticoagu- 
lant during and after griseofulvin therapy. 

Barbiturates usually depress griseofulvin activ- 
ity and concomitant administration may require 
a dosage adjustment of the antifungal agent. 
ADVERSE REACTIONS When adverse 
reactions occur, they are most commonly of 
the hypersensitivity type, such as skin rashes, 
urticaria, and rarely, angioneurotic edema, 
and may necessitate withdrawal of therapy 
and appropriate counter-measures. Paresthe- 
sias of the hands and feet have been re- 
ported rarely after extended therapy. Other 
side effects reported occasionally are oral 
thrush, nausea, vomiting, epigastric distress, 
diarrhea, headache, fatigue, dizziness, 
insomnia, mental confusion, and impairment 
of performance of routine actwities. 

Proteinuria and leukopenia have been re- 
ported rarely. Administration of the drug should 
be discontinued if graulocytopenia occurs. 

When rare, serious reactions occur with 

riseofulvin, they are usually associated with 
igh dosages, long periods of therapy, or both. 

AVAILABLE in 125 mg., 25C mg., and 500 
mg. scored tablets. 

010 AUGUST 1973 

For more complete details, consult package 
insert or Schering literature available from 
your Schering Representative or Professional 
Services Department, Scherirg Corporation, 
Kenilworth, New Jersey 07033. 


> 


 SUSTAIMED THERAPEUTIC 


pn. 
mN Jte ung 








PLASMA LEVELS WITH ONLY 
ONE TABLET A DAY 





29 11-1 ME 


E WT 





FULVICIN-U/F PEAK SERUM PLASMA LEVELS 
E I» | 


- 
Ls 


EFFECTIVE THERAPEUTIC PLASMA BASE LEVEL 





Adapted fromeSymchowicz, S., and Katchen, B.: J. Pharm. Sci. 57:1383, 1968. 


The above graphedepicts average peak serum plasma levels of FULVICIN-U/F following once-daily dosage 
of one FULVICIN-U/F 500 mg. tablet given before breakfast to six normal subjects for a seven-day period. 


Hours of fungistatic action at ringworm sites 


The above graph on plasma levels of FULVICIN-U/F 500 mg. in once-daily dosage indicates that this dosage is 
adequate to keep the antibiotic available for antifungal action in the keratin precursor cells where fungi have 
invaded. With the growth checked by the fungistatic action, the fungi are cast off as the keratin grows out and 
sloughssoff. Healthy tissue replaces infected keratin of skin, hair, and nails. 


| Clinical efficacy, safety, and convenience 


The Ultra-Fineform of FULVICIN®—in clinical use for over 15 years—possesses two vital keys to success in 
long-term ringworm therapy: product familiarity, and the confidence that comes after years of effective and safe 
therapy. For yeur patient: dosage simplicity. The easy-to-remember, once-a-day routine that helps avoid dosage 
delinquency aad the possibility of therapeutic setbacks when therapeutic plasma levels are not maintained. 





See Clinical Considerations on opposite page. COPYRIGHT © 1975. SCHERING CORPORATION. ALL RIGHTS RESERVED. SLS-534 


water-dispersible 
Emollient Tar 


For temporary relief 
of scaling and itching 
dueto psoriasis and 
minor skin irritations 


8 FL. OZ. 


WESTWOOD 
PHARMACEUTICALS INC 
Buffalo, NY. 14213 


FOR EXTERNAL USE ONLY 


Keep this and ail medications 
out of-the teach of children 
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PHARMACEUTICALS INC. 
Buffalo, New York 14213 


In Canada, Belleville, Ontario KBN 1E2 
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Because Danex (pyrithione zinc 1%) : 
isamore effective, cosmetically 
acceptable, dermatolosist- 
a>. only shampoo. 


AY Danex is effective. 
4 Mam AY A double-blind study using two separate evaluation methods, 
ee oe” D p” corneocyte counting! (p = 0.05) and clinical grading (p = 0.01), 
< 9" fo | proved Danex more effective in the treatment of dandruff than a 
E ^ ^ BP sulfur, salicylic acid combination shampoo? (The accompanying graph 
Er P 4 shows the results of a clinical grading study comparing Danex with Sebulex" ) 


-. Your patients want something that will work. 


Danexis cosmetically acceptable. 


! Danex has a pleasant odor. yields abundant lather, and comes in an unbreakable 
Sm plastic bottle with a flip-top cap 


Your patients want something thats nice to use. 


Danex is promoted only to your specialty 
Your patients want something they never heard of. 


1 A Methoc for Visualizing and Quantitating the Desquamating Portion of tne Human Stratum Corneum 
Kenneth J McGinley. Richard R. Marples, E M. M Sc and Gerd Plewig. M D.. J Invest Dermatol. 53 107-11. 1969 


2 GS Herbert Technical Report No 30, 1974 


B. | G. S. Herbert Laboratories 
m Irvine, California 92664 U.S.A. 
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Focus on developments 
in the delivery of care 


PRISM 


Milton Golin 


Alex Gerber, M.D. 


Robert M. Hendrickson 


Charles G. Roland, M.D. 





CHECKING THE VITAL SIGNS OF HMOs 


Are Health Maintenance Organizations a growing 
factor in the delivery of medical care in this 
country? How many are operational and in the plan- 
ning stage? Is enrollment increasing? In a special 
report, PRISM presents a national overview on the 
development of HMOs. 


LET'S FORGET ABOUT 
EQUALITY OF CARE 


Is achieving equality of medical care for the poor 
as much of a pipe dream as ensuring equality in 
virtually every other area of American life? In 
treating patients, shouldn't quality—not equality— 
be our goal? 


DENVER GENERAL: A COUNTY HOSPITAL 
THAT REALLY WORKS 


What key factors made it possible for this institu- 
tion to forge such a remarkable record in serving 
its community's needs? What innovative System did 
It inaugurate to upgrade and increase services for 
the poor? 


THE INSIDIOUS BIAS 

OF MEDICAL LANGUAGE 

Is sexism especially virulent among male physi- 
cians? Is it true they downgrade women in countless 
subtle ways—both in word and deed—and thereby 
perpetuate destructive feelings of inferiority? 


WOULDN'T YOU ENJOY READING 
PRISM REGULARLY? SUBSCRIBE NOW! 
One year subscription is $10. two years $16. To 
subscribe, write: PRISM, AMA, 535 N. Dearborn 

St., Chicago, III. 60610. (Please make check payable 

to the American Medical Association. 


[> | en . -Interprets the Challenges of Medical Change 
— M A | 


Aquasol A 


(water-miscible vitamin A) 


Capsules: Crops: Parenteral: 

50,000 I.U. &),000 I.U. per cc. 50,000 |.U. per cc. 
bottles of 10@ and 500 ~=— bottles of 30 cc. with boxes of one 5 cc. vial 
25,000 I.U. cropper 

bottles of 108 


USV Pharmaceutical Corp 
Tuckahoe, NY. 10707 a 


(USV) A. 
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~ Seborrheic de "matin 0 


Lichen simplex 


Intertrigo 


Nummular dermatitis 


Stasis dermatitis 


Miliaria 


See next page for summary of prescribing information. 





Versatile 
in. 
practice 


The many forms of Cordran 
make it useful for a variety of 
corticosteroid-responsive 
dermateses. 

The tape offers a unique and 
cosmetically acceptable delivery 
system. Impervious to moisture, 
the tape is especia ly advantageous 
for dry, scaling localized lesions. 

It acts as a mechanical splint to 
fissured skin and prevents 
accidental removal of the 
medication. 

Cream Cordran is water- 
miscible and therefore of use in 
moist, weeping lesions. Its 
nonstaining base contains no wax, 
and it is invisible after application. 

Ointment Cordran helps 
soften dry, scaly lesions and is 
paraben-free. 

Lotion Cordran is ideal for 
hairy areas and is well tolerated 
on inflamed skin. 

The half-strength cream and 
ointment preparations are 
economical for widespread 
dermateses. 


Whena topical steroid 
is needed... 


Cordran’ 


(Alurandrenolide) 








Description: Ccrdran" (flurandrenolide, Dista) is a potent cor- 
ticosteroid intended for topical use. The chemical formula of 
en is 6a-fluoro-16a-hydroxyhydrocortisone 16,17-ace- 
onide. 

EachGm. of CreamCordran contains 0.5 mg. (0 05 percent) 
or 0.25 mg. (0.025 percent) flurandrenolide in è base com- 
posed of stearic acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, ethylparaben, glycerin, and purified water. 

Each Gm. cf Ointment Cordran contains 0.5 mg. (0.05 per- 
cent) or 0.25 mg. (0.025 percent) flurandrenolice in a base 
composed of white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. (0 05 percent) 
flurandrenolide in an oil-in-water emulsion base composed of 
glycerin, cetyl alcohol, stearic acid, glyceryl menostearate, 
mineral oil, pclvoxyl 40 stearate, menthol, benzyl alcohol, and 
purified water. 

Cordran* Tape (flurandrenolide tape, Dista) is a transparent, 
inconspicuous, plastic surgical tape, impervious t0 moisture. 
Each square centimeter contains 4 mcg. of flurandrenolide 
uniformly distributed in the adhesive layer. The tape is made of 
a thin, matte-finish polyethylene film which is slightly elastic 
and highly flexible. 

The adhesive is a synthetic copolymer of acrylate ester and 
acrylic acid which is free from substances of plan: origin. The 
pressure-sensitive adhesive surface is covered with a protec- 
tive paper liner to permit handling and trimming betore applica- 
tion. 


Actions: Cordran is primarily effective because of its anti- 
inflammatory, antipruritic, and vasoconstrictive actions. 

Cordran Tape serves as both a vehicle and an occlusive 
dressing. Retention of insensible perspiration by the tape re- 
sults in hydration of the stratum corneum and improved dif- 
fusion of the medication. The skin is protected from scratching, 
rubbing, desiccation, and chemical irritation. The ‘ape acts as 
a mechanical splint to fissured skin. Since it prevents removal 
of the medication by washing or the rubbing action of clothing, 
the tape formulation provides a sustained action. 


Indications: Cordran is indicated for relief of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 

Cordran, Half Strength, 0.025 percent, is recommended for 
economical maintenance therapy of widespread or chronic 
lesions. For initial therapy, full-strength (0.05 percent) prep- 
= of Cream, Ointment, or Lotion Cordran may be pre- 
erred. 

The lotion form is especially advantageous in the treatment 
of acutely inflamed lesions. For ease of application and for 
cosmetic reasons, the lotion is also preferred for cermatitis of 
the scalp, eyelid, ear, and intertriginous areas. 

Cordran Tape is indicated for relief of the inflammatory man- 
ifestations of corticosteroid-responsive dermatoses, partic- 
ularly dry, scaling localized lesions. 


Contraindications: Topical corticosteroids are contraindicated 
in vaccinia and varicella and in patients with a history of hyper- 
sensitivity to any of their components. 

Use of Cordran Tape is not recommended for lesions exud- 
ing serum or in intertriginous areas. 


Precautions: f irritation develops, Cordran should be discon- 
tinued and appropriate therapy instituted. 

Inthe presence of an infection, an appropriate antifungal or 
antibacterial agent should be used. If a favorable response 
does not occur promptly, Cordran should be discontinued until 
the infection nas been adequately controlled. 

If extensive areas are treated or if the occlusive technique is 
used, there is a possibility of increased systemic absorption of 
the corticosteroid, and suitable precautions should be taken. 

Although topical corticosteroids have not been reported to 
have an adverse effect on pregnancy, the safety of their use on 
pregnant women has not been absolutely established. There- 
fore, they shouid not be used extensively, in large amounts, or 
for prolonged periods of time on pregnant patients. 

These procucts are not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have 
been reportec with topical corticosteroid formulations: 


Acneform eruptions Hypertrichosis 
Burning Hypopigmentation 
Dryness Irritation 
Folliculitis Itching 


The following may occur more frequently with occlusive 
dressings (such as Cordran Tape): 
Maceration of the skin Skin atrophy 
Miliaria Striae 
Secondary infection 
In addition, the tape vehicle may cause purpura and strip- 
ping of the epicermis. 


Administration and Dosage: 

Cream, Ointmeat, or Lotion — For moist lesions, a small quan- 
tity of the cream or lotion should be rubbed gertly into the 
affected areas two or three times a day. For dry, scaly lesions, 
the ointment is applied as a thin film to affected areas two or 
three times daily. 


Use with Occlusive Dressings 

The technique of occlusive dressings (for management of 
psoriasis and other persistent dermatoses) is as follows: 

1. Remove as much as possible of the superficial scaling 
before applying Cordran. Soaking in a bath will helo soften the 
scales and permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected areas. 

3. Cover with an occlusive plastic film, such as polyethylene, 
Saran Wrap™, or Handi-Wrap". (When Cordran cream or lotion 
is used, added moisture may be provided by placing a slightly 
dampened cloth or gauze over the lesion before the plastic film 
is applied.) 

4. Seal the edges to adjacent normal skin with tape or hold 
in place by a gauze wrapping. 


5. For convenience, the patient may remove the dressing 
during the day. The dressing should then be reapplied each 
night. 

6. For daytime therapy, the condition may be treated by rub- 
bing Cordran sparingly into the affected areas. 

7. In more resistant cases, leaving the dressing in place for 
three to four days at a time may result in a better response. 

8. Thin polyethylene gloves are suitable for treatment of the 
hands and fingers; plastic garment bags may be utilized for 
treating lesions on the trunk or buttocks. A tight shower cap is 
useful in treating lesions on the scalp. 

Occlusive Dressings Have the Following Advantages —1. Per- 
cutaneous penetration of the corticostercid is enhanced. 

2. Medication is concentrated on the areas of skin where tt 
is most needed. 

3. This method o! administration frequently is more effective 
in very resistant dermatoses than is the conventional applice- 
tion of Cordran. 

Precautions to Be Observed in Therapy with Occlusive Dressings 
— Treatment should be continued for at least a few days after 
clearing of the lesions. If it is stopped too soon, a relapse 
may occur. Reinstitution of treatment frequently will cause re- 
mission. 

Because of the increased hazard of secondary infection 
from resistant strains of staphylococci among hospitalized 
patients, it is suggested that the use of occlusive plastic films 
for corticosteroid therapy in such cases be restricted. 

Generally, occlusive dressings should not be used on weep- 
ing, or exudative, lesions. 

When large areas of the body are covered, thermal homeo 
stasis may be impaired. If elevation of body temperature 
occurs, use of the occlusive dressing should be discontinued 

Rarely, a patient may develop miliaria, folliculitis, or a sensi- 
tivity to either the particular dressing material or a combination 
of Cordran and the ecclusive dressing. If miliaria or folliculitis 
occurs, use of the occlusive dressing should be discontinued 
Treatment by inunction with a corticosteroid such as Cordran 
may be continued. If the sensitivity is caused by the particular 
material of the dressing, substitution of a different materia! 
may be tried. 

Warnings —Some piastic films are readily flammable. Patients 
should be cautioned against the use of any such material. 

When plastic films are used on infants and children, the per 
sons caring for the patients must be reminded of the danger oí 
suffocation if the plastic material accidentally covers the face 

Cordran Tape — Replacement of the tape every twelve hours 
produces the lowest incidence of adverse reactions, but it 
may be left in place for twenty-four hours if it is well tolerated 
and adheres satisfactorily. When necessary, the tape may be 
used at nighttime only and removed during the day. 

If ends of the tape loosen prematurely, they may be trimmec 
off and replaced with fresh tape. 

The directions given below are included on a separate pack 
age insert for the patient to follow unless otherwise nstructec 
by the physician. 





APPLICATION OF 
MEDICATED TRANSPARENT TAPE 


IMPORTANT. Skin should be clean and dry before tape is 


applied. Tape should always be cut, never torn. 





DIRECTIONS FOR USE: 

1. Prepare skin as directed by your physician or es follows. 
Gently clean the area to be covered to remove scales, crusts. 
dried exudates, and any previously used ointments or creams. 
A germicidal soap or cleanser should be used to prevent the 
development of odor under the tape. Shave or clip the hair in 
the treatment area te allow good contact with the skin and com- 
fortable removal. If shower or tub baths are to be taken, they 
should be completed before the tape is applied. The skin 
should be dry before application of the tape. 

2. Remove tape from package and cut a piece slightly larger 
than area to be covered. Round off corners. 

3. Pull white paper from transparent tape. Be careful tha: 
tape does not stick to itself. 

4. Apply tape, keeping skin smooth; press tape into place 
REPLACEMENT OF TAP* 

Unless instructed otherwise by your physician, replace tape 
after twelve hours. Cleanse skin and allow it to dry for one 
hour before applying new tape. 


IF IRRITATION OR INFECTION DEVELOPS, REMOVE TAPE AND CON- 
SULT PHYSICIAN 





How Supplied: Cream and Ointment Cordran™ (Fluran- 
drenolide, N.F.), 0.85 percent, in 7.5, 15, and 60-Gm. tubes 
and in 225-Gm. jars. 

Cream and Ointment Cordran™ (Flurandrenolide, N.F.), Half 
Strength, 0.025 percent, in 30 and 60-Gm. tubes and in 225- 
Gm. jars. 

Lotion Cordran* (flurandrenolide, Dista), 0.05 percent, in 
15 and 60-ml. plastic squeeze bottles. 

Cordran" Tape (fiurandrenolide tape, Dista), in Small Rolls 
24 inches long and 3 inches wide (60 cm. x 7.5 cm.) and in 
Large Rolls 80 inches long and 3 inches wide (200 cm. x 7.5 
cm.). Directions for the patient are included in each package 
of Cordran Tape. [0115734 


400675 


Dista Products Company 
Division of Eli Lily and Company 
Indianapolis, Ind ana 46206 
Additional information available 

to the professien on request. 
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“Tt seems clear...that there 
is no difference in treatment 


time or degree of efficacy 
for either the 1% or the 5% 
fluorouracil cream” 


Actinic keratosis exhibits an equivalent clinical response 
to 1% Fluoroplex* (fluorouracil) Cream and the commer- 
cially available 5% fluorouracil cream as demonstrated 
in a recent double blind, bilaterally paired clinical investi- 
gation conducted on 16 patients() 

Patients treated on alternate sides of the face with 
1% fluorouracil (Fluoroplex) Cream and the 5% cream 
showed no significant differences in treatment time 


required, reaction produced or therapeutic result. 


yiva ) 
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Study. Sixteen patients with a diagnosis of actinic keratosis were selected from a 
clinical practice. The medications (1% Fluoroplex Cream and the 5% fluorouracil 
cream) were supplied in blind labeled 30 gm. tubes. Patients were given application 
instructions and asked to return at 7 day intervals. Treatment was stopped on both 
sides when, in the judgment of the investigator, the keratoses had been destroyed. 


Conclusion. The results of this study in the words of the investigator, “..clearly illus- 
trate the equivalent effect produced by 1% 5-fluorouracil and the 5% 5-fluorouracil” 
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5% Fluorouracil is 4% wasted. 





1% Fluoroplex* Cream. Nate the homogeneity of the cream and lack of Commercial 5% fluorouracil cream. Note the relative non-homogeneity and 
crystalline fragments. (Photomicrograph taken at 135x magnification.) the presence of many insoluble crystalline fragments. (Photomicrograph taken 
at 135x magnification.) 


Fluoroplex...1% Fluorouracil Plus a Superior Base Formulation. The apparent 
clinical equivalence of Fluoroplex Cream and the commercially available 5% fluor- 
ouracil cream tested may be due to the unique Flucroplex base formulation. 
Fluoroplex Cream is a completely homogeneous emulsion containing 1% fluorouracil! 
solubilized prior to compounding. 

Recent investigations with other drug entities point clearly to the importance 
of base formulation “:..only the solubilized drug molecules can diffuse within the 
vehicle and contribute significantly to the release rate. In terms of efficacy then, 
there is a distinct advantage in completely solubilizing the drug?” 

The photcmicrographs above visually demonstrate the difference. 
And Fluoroplex Costs Your Patients Less. In fact Fluoroplex offers the lowest 
cost per gram of all prepared topical fluorouracil products!) 
When prescribing potent antimetab- 
olite therapy for actinic keratosis, 
shouldn't you choose Fluoroplex, 
the lowest effective concentration ? 





He S. Herbert Laboratories 


Division of Allergen Pharmaceuticals, Irvine, California 92664 Please see the following page for full prescribing information. 


I. W.L. Simmends. M.D.. Ph.D.. Cuts 12(4):615-617 Oct.. 1973 2. James Ostrenga, Ph.D., et al., J. Invest. Dermatol., 56:395 May, 1971. 3. Cost data taken from Drug Topics Red Book, 1973. 
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5% Fluorouracil 
is 4% wasted. 





Description Fluoroplex* (fluorouracil 1% Topical Cream is a stable, standardized 
cream formulation of fluorouracil in an emulsion base with the follow ing formula: 


fluorouracil Es 1.0% 


with: ethoxylated stearyl alcáhol, mineral oil isopropyl myristate, sodium hydrox- 


ide, purified water. 

Fluoroplex (fluorouracil) 1% Topical Solution is a stable, standardized solution 
of fluorouracil in a clear propylene glycol base with the ^ittiln formula: 
ith | «Lue concors dap? mI RIMIS AE SEMI 
with: propylene ocak: sodium hydroxide- livdrochloric acid to adjust pH 9, 
purified water. 


Fluorouracil is a modified pyrimidine similar to uracil and thymine, with whose 


metabolism it competes. It is a white crystalline substance with a melting point 
of 283 +2°C., an empirical formula of CH;FN;O, and a molecular weight of 
130.08. It has a characteristic ultraviolet absorption maximum at 266 +1 milli- 
microns in 0.IN HCI. 


Actions There is evidence that fluorouracil (or its biological metabolites) blocks 


the methylation reaction of deoxyuridylic acid to thymidylic acid. In this fashion 
fluorouracil interferes with the synthesis of deoxyribonucleic acid (DNA) and 
to a lesser extent inhibits the formation of ribonucleic acid (RNA ). 


Indications Fluoroplex (fluorouracil) 1?» Topical Solution and Fluoroplex 


(fluorouracil 1% Topical Cream are indicated for the topical treatment of multiple 


actinic (solar) keratoses. 


Contraindications Should not be used in patients with known hypersensitivity 


to any of the components of the drug. 


Warnings 1) If an occlusive dressing is used there may be an increase in the 
incidence of inflammatory reactions to the adjacent normal skin. 2) The patient 
should avoid prolonged exposure to sunlight or other forms of ultraviolet irra- 
diation during treatment with Fluoroplex as the intensity of the reaction may 
be increased. 

Use in Pregnancy: Safety for use in pregnancy has not been established. 


Precautions The medication should be applied with care near the eyes, nose 
and mouth. Excessive reaction in these areas may occur due to irritation from 
accumulation of drug. To rule out the presence of a frank neoplasm, a biopsy 
should be made of those areas failing to respond to treatment or recurring after 
treatment. 


Adverse Reactions Pain, pruritus, burning, irritation, inflammation and 
dermatitis have been reported. Occasionally, hyperpigmentation and scarring 
have also been reported. 


Dosage and Administration The patient should be instructed to apply 
sufficient medication to cover the entire face or other affected areas. 

Apply medication twice daily with non-metallic applicator or fingertips and 
wash hands afterwards. A treatment period of 2-6 weeks is usually required. 


Increasing frequency of application and a longer period of administration with 


Fluoroplex may be required on areas other than the head and neck. 
When Fluoroplex is applied to keratotic skin a response occurs with the 
following sequence: erythema, usually followed by scaling, tenderness, erosion, 


ulceration, necrosis and re-epithelization. When the inflammatory reaction reaches 


the erosion, necrosis and ulceration stage, the use of the drug should be termi- 
nated. Responses may sometimes occur in areas which appear clinically normal. 
These may be sites of subclinical actinic (solar) keratoses which the medication 
is affecting. 


How Supplied Fluoroplex (fluorouracil) 1?» Topical Solution is available in 
30cc plastic dropper bottle. On prescription only. 

Fluoroplex (fluorouracil) 1% Topical Cream is available in 30 gm. tube. 
On prescription only. 


G. S. Herbert Laboratories 





Division of Allergan Pharmaceuticals, Irvine, California 92664 


Summary of Prescribing Information 


DESCRIPTION 


Synemol has the chemica’ name óa, 9a- 
difluoro-16a-hydroxyprednisolone-16, 17- 
acetonide. 


The vehicle is a water-washable aque- 
ous emollient base of stearyl alcohol, 
cetyl alcohol, mineral oil, Jost ed gly- 
col, sorbitan monosteara polyoxyet 
Lise. sorbitan monostearate and citric 
acid. 


INDICATIONS 


For relief of the inflammatory mcnifesta- 
tions of corticosteroid-responsive derma- 
toses. 


CONTRAINDICATION3 


Topical steroids are contraindicated in 
vaccinia and varicella. Topica’ steroids 
are contraindicated in tnose patients 
with a history of hypersensitivity to any of 
the components of the preparation. 


PRECAUTIONS 


If irritation develops, the produc! should 
be discontinued and appropricte ther- 
apy instituted. 


In the presence of an infection the use of 
an appropriate antifunga! or anribacte- 
rial agent should be instituted. 


If a favorable response does not occur 
promptly, the corticosteroid should be 
discontinued until the infection nas been 
adequately controlled. 


If extensive areas are treated or if the 
occlusive technique is used, the possibil- 
ity exists of increased systemic absorp- 
tion of the corticosteroid and suitable 
precautions should be taken. 


Although topical steroids have not been 
reported to have an adverse effect on 
pred sgh the safety of their use in preg- 
nant females has not absolutely been 
established. Therefore, thev should not be 
used extensively on pregnant patients, 
in large amounts, or for prolonged peri- 
ods of time. 


This product is not for ophtnalmic use. 


ADVERSE REACTIONS 


The following local adverse reactions 
have been reported with topical corti- 
costeroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acne- 
form eruptions, hypopigmentation. 


The following may occur more frequent- 
ly with occlusive dressings than without 
such therapy: maceration of tne skin, 
fe oncory infection, skin atropny, striae, 
miliaria. 


HOW SUPPLIED 
Synemol™ Cream 0.025% 
15 and 60 g tubes 


This preparation is available on prescrip- 
tion only. 


OO25% CREAM m 
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SYNTEX 


SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFOF NIA 94304 


New from Syniex 


OO 25% CREAM m A highly effective 
looicd seoa. 


NOIONE ACETONDE) 


Soothing. 
Moisturizing. 
Preservative-free. 
Especially useful 
when dryness 
is a complication. 
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“Doctor, with 
' my delicate skin... 
| what kind of soap 
!*  shouldI use?” æ 


- 





Pure mild Ivory is one of the safest 
possible soaps you can recommend for 
delicate skin. More doctors recommend 


Ivory may safely be 


Ivory than any other soap: | 
used as an adjunct to treatment 
of scabies, seborrhea and 
It makes sense. immersion experiments— impetigo. ! 
Ivorys absence of many extra confirm that Ivory is one dicm e ER i 
ingredients helps minimize of the mildest least irritating D 7 
chances of irritation. soaps you can recommend. ; oe 
Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 





including patch tests and arm this clinical experience. 


"Summary of Procter & Gamble Market Research Study #69222. available on request to interested physicians 















For jock itch 
and athlete's foot 


Tinactin Cream 


eBegins to relieve itching, burning within 
24 hours 
e Actually kills most skin ringworm fungi 








5 or 10% Benzoyl e 
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Desquam-X™ (5 or 109 | 
6% Polyoxyethylene Lauryl Ether) safely and 
effectively helps control cutaneous Coryne- 
bacterium acnes as it dries and desquamates 
acne skin. Its unique hydro-alcoholic gel 
with 5.5 pH facilitates penetration into the 
follicular orifice to help control C. acnes. 
Desquam-X can be used concomitantly with 
most topical and systemic agents. It is indi- 
cated for acne grades I, Il, and selected cases 


of grade Ill. 
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Outstanding patient acceptance is one of 
many Desquam-X benefits. The non-perfumed 
stiff gel vehicle is easy to apply and leaves 
no visible residue. 


In vivo testing* of 14-day Desquam-X appli- 
cations revealed an up to 66%** reduction of 
free fatty acids and an up to 90% elimination 
of cutaneous C. acnes on test sites. Addi- 
tional clinical studies report patients virtually 
free of sensitization and undue irritation? 


"Information on file at Westwood Pharmaceuticals Inc. and available upon request. 


“Using the 10% concentration, and up to 5296 with the 5% concentration. 


©1975 W. P. Inc. 


Please see complete prescribing information on adjacent page. 







DesquamxX* mnt abis 
DesquamxY) Sr 


CONTENTS: Desquam-< 5 contains 5% 
Benzoy! Peroxide, 6% pdlyoxyethylene 
lauryl ether, 37% ethyl acohol, carbomer 
940, di-isopropanolamire, disodium 
edetate and water. 


Desquam-X 10 contains 10% Benzoyl 
Peroxide, 5% polyoxyethylene lauryl ether, 
37% ethyEalcohol, carbomer 940, di- 
isoproparolamine, disocum edetate and 
water. 


INDICATION: A topical ad for the control 
of acne vulgaris. 


ACTION: Provides the desirable drying 
and desquamation needed in the topical 
treatment of acne. Desquam-X has been 
demonstrated to have an'i-bacterial effects, 
especially against Corynebacterium acnes. 


DIRECTION FOR USE: After washing as 
instructed. rub Desquam X into affected 
areas twice daily. In fair-stinned individuals 
or under excessively dry atmospheric 
conditionsat is suggestec that therapy be 
initiated with one applicason daily. The 
desired degree of drying «nd peeling can 
be obtained by modification of the dosage 
schedule. 

CONTRAINDICATIONS: ^ot to be used in 
patients krown to be sensitive to any 
ingredient of Desquam-X 
PRECAUTIONS: Avoid centact with eyes 
and mucous membranes. For external 

use only. Keep this and al medication out 
of the reach of children. 


NOTE: May bleach colored fabrics. 


HOW SUPPLIED: Plastic bes 1.5 oz. 
(42.5 gm.) 


CAUTION: Federal law prohibits 
dispensing without prescrotion. 





LUIESTLUCGOD 


PHARMACEUTICA S INC 
Buffalo, New York 14213 
In Canada, Belleville. Ontara KBNT1E2 





JAMA 


for Ihe 
developments 
your 
specially 
journal 
doesn't cover. 


JAMA is one of the world’s most respected medical journals. 











Each weekly issue contains authoritative original contributions fea- 
turing the latest clinical developments in research, diagnosis, and 
treatment. 


In addition, JAMA brings you editorials, question and answer col- 
umns, news of medical meetings, abstracts of key articles from 
other journals in the U.S. and abroad, plus letters and reviews of 
books and films. 
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It’s plain to see that you need more than PRECAUTIONS _ P * | 
SYN in» p May prove irritating to sensitized skin in rare cases. If this occurs, 
an ordinary topical steroid to clear a discontinue therapy. May stain. | 
222 3 1 e E . if used under occlusive dressings or for a prolonged period, watch 
dermatitis infeeted with fungi or bacteria. for signs of pituitaryadrenal axis suppression. 
»4 A " . May interfere with thyroid function tests. Wait at least one month 
V ioform-H vdrocortisone, with its four- after discontinuance of therapy before performing these tests. The 
> E. . ferric chloride test for phenylketonuria (PKU) can yield a false- 
Way action, provides the kind of comprehen- positive result if Vioform is present in the diaper er urine. 
ge j ! c" Prolonged use may result in overgrowth of nonsusceptible orga- 
sive therapy many common dermatoses nisms requiring appropriate therapy. 
$ ia ADVERSE REACTIONS 
require. Few reports include: Hypersensitivity, local burning, irritation, 
pruritus. Discontinue if untoward reaction occurs. arely, topical 


“This drug has been evaluatec as possibly effective for these indi- 


cations. See brief prescribing information. corticosteroids may cause striae at site of application when used 


for long periods in intertriginous areas. 


- - OSAGE 
Vioform-Hydrocortisone Apply a thin layer to affected areas 3 or 4 times daily. 
. . . HOW SUPPLIED 
(iodochlorhydroxyquin and hydrocortisone) Cream, 3% iodochlorhydroxyquin and 1% hydrocortisone in a 


water-washable base containing stearyl alcohol, cetyl alcohol, 
stearic acid, petrolatum, sodium lauryl sulfate, anc glycerin in 


INDICATIONS water; tubes of 5 and 20 Gm. Ointment, 3% iodochiorhydroxyquin 
Based on a review of this drug by the National Academy of and 1% hydrocortisone in a petrolatum base; tubes of 5 end 20 Gm. 
Sciences-National ResearcheCouncil and/or other information, Lotion, 3% iodochlorhydroxyquin and 1% hydrocortisone ina  . 
FDA has classified the indications as follows: water-washable base containing stearic acid, cetyl alcohol, lanolin, 
“Possibly” effective: Contac or atopic dermatitis; impetigi- propylene glycol, sorbitan trioleate, polysorbate 60, triethanolamine, 
nized eczema; nummular eczema; infantile eczema; endoge- methylparaben, propylparaben, and perfume Flora in water; plastic 
nous chronic infectious dermatitis; stasis dermatitis; pyoderma; squeeze bottles of 15 ml. Mild Cream, 3% iodochlornydroxyquin 
nuchal eczema and chronic »czematoid otitis externa; acne and 0.596 hydrocortisone in a water-washable base containing 
urticata; localized or dissemanated neurodermatitis; lichen stearyl alcohol, cetyl alcohol, stearic acid, petrolatum, sodium 
simplex chrcnicus; anogenital pruritus (vulvae, scroti, ani); lauryl sulfate, and glycerin in water; tubes of yo and 1 ounce. | 
folliculitis; bacterial dermatcses; mycotic dermatoses such as Mild Ointment, 3% iodcchlorhydroxyquin and 0.5% hydrocortisone 
tinea (capitis, cruris, corporis, pedis); moniliasis; intertrigo. in a petrolatum base; tubes of y2 and 1 ounce. 

Final classification of the lesethan-effective indications requires Consult complete product literature before prescribing. 


further investigation. 


CIBA Pharmaceutical Company , 
Division of CIBA-GEIGY Corporation 


CONTRAINDICATIONS Summit, New Jersey 07901 2/5007 17 
Hypersensitivity to Vioform-Hydeocortisone, or any of its ingredi- 

ents or related compounds; lesicns of the eye; tuberculosis of the 

skin; most viral s«in lesions (incsuding herpes simplex, vaccinia, 

and varicella). 


WARNINGS ® 
This product is not for ophthaime use. 

In the presence of systemic infections, appropriate systemic anti- Nu 
biotics should besed. 


Usage in Pregnancy 





Although topical steroids have nc been re- & 
ported to have aneadverse effect en preg- 
nancy, the safety of their use in pregnant fe- 
males has not been established. Therefore, 
they should not be used extensively on preg- 
nant patients in large amounts or‘for pro- 
longed periods of time. 

* ] | | | ] v 
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Another fact... En 

the most widely 
prescribed form... 
20 Gm cream  ( 

















In acne... 


our appearance 
matiers, too. 





When tetracycline therapy is warranted, the 
appearance of 

Sumycin HCI (Tetracycline Hydrochloride) 
on your prescription helps insure that the 
high quality, yet economical, brand you 
know and trust will be dispensed. 


And when pharmacists have the choice, the 
brand they dispense more often than any 
other is Sumycin HCl. 


Write it...to be sure 


SUMYCIN HCI 
(Tetracycline Hydrochloride) 


In choice of tablets or capsules, 
both 250 mg. and 500 mg. strengths. 


recommendec for long-term adjunctive therapy in severe acne. 


Sumycin ‘250’ Hydrochloride Capsules and Sumycin 
‘500’ Hydrochloride Capsules (Tetracycline Hydro- 
chloride Capsules U.S.P.) contain 250 mg. and 500 
mg. crystalline tetracycline hydrochloride, respec- 
tively. Sumycin ‘250’ Hydrochloride Tablets and 
Sumycin ‘500’ Hydrochloride Tablets (T etracycline 
Hydrochloride Tablets N.F.) contain 250 mg. and 500 
mg. tetracycline hydrochloride, respectively. 


Contraindications: Contraindicated in persons whe have shown hy- 
persensitivity to any of the tetracyclines. 


Warnings: Use of tetracycline, particularly long-term use but also in 
repeated short-term courses, during tooth development (last half of 
pregnancy, infancy, and up to 8 years of age) may cause permanent 
tooth discoloration; enamel hypeplasia has also been reported. 
Therefore, tetracycline should not be used in this age group unless 
other drugs are not likely to be effective or are contraindicated. 

If renal impairment exists, lower than-usual doses are indicated to 
avoid systemic accumulation and possible liver toxicity; on prolonged 
use, tetracycline serum level determinations may be advisable. The 
ar tianabolic action of tetracyclines may cause an increase in BUN. In 
petients with significantly impaired renal function higher serum lev- 
els may lead to azotemia, hyperphosphatemia and acidosis. Photo- 
dynamic reactions, although rare with tetracycline, may occur; at first 
evidence of skin erythema, discontinue tetracycline Advise photo- 
sensitive patients to avoid direct sunlight or ultra-violet light. 

Usage in pregnancy: (see Warning about use during tooth devel- 
opment.) Based on animal studies, tetracyclines cross the placenta, 
are found in fetal tissues, and can have toxic effects (often retarda- 
tion of skeletal development) on fetus; embryotoxicity has also been 
no:ed in animals treated early in pregnancy. 

Usage in newborns, infants, and children: (see warning about use 
during tooth development.) Tetracyclines form a stable calcium 
complex in any bone-forming tissue. A decrease in fibula growth 
rate (reversible on discontinuation of drug) has been observed in 
prematures given 25 mg./kg. q. 6 h. orally. 

Tetracyclines are present in the milk of lactating women who are 
taking a drug in this class. 


Precautions: Watch for signs of secondary infection cue to nonsus- 
ceptible organisms including fungi: discontinue drug and institute 
appropriate therapy if this occurs. Superinfection of the bowel by 
staphylococci may be life threatening In venereal diseases with sus- 
pected coexistent syphilis, patients should have darkfield exam- 
inations before therapy and monthly serologic tests *or at least 4 
months. Because the tetracyclines have been shown to depress 
plasma prothrombin activity, patients who are on anticoagulant 
therapy may require downward adjustment of their anticoagulant 
dosage. During long-term therapy, perform periodic renal, hepatic, 
and hematopoietic function studies. All infections due to group A 
beta-hemolytic streptococci should be treated for at least 10 days. 
Avoid concomitant use of penicillin and tetracycline since the bacte- 
riostatic action of the latter may interfere with the bactericidal action 
of penicillin. Use tetracyclines with caution in persons with histories 
of allergy, asthma, hay fever, or urticaria due to greater possibility of 
sensitivity reactions. 


Adverse Reactions: Anorexia; epigastric distress; nausea; vomiting; 
diarrhea; bulky loose stools; stomatitis; sore throat; glossitis; black 
hairy tongue; dysphagia; hoarseness: enterocolitis; inflammatory le- 
sions (with candidal overgrowth) in the anogenital region (including 
proctitis and pruritus ani); maculopapular and erythematous rashes: 
exfoliative dermatitis (uncommon); rarely onycholysis, nail discolora- 
tion, end photosensitivity; dose-related BUN rise; rarely hepatic cho- 
lestasis (usually associated with high dosage); urticaria, 
angiomeurotic edema; anaphylaxis; anaphylactoid purpura; pericar- 
ditis; exacerbation of systemic lupus erythematosus; serum sick- 
ness-like reactions (fever, rash, arthralgia); bulging fontanels in 
infants on full therapeutic dosage (disappeared on discontinuation 
of drug); anemia; hemolytic anemia; thrombocytopenia; thrombocy- 
topenic purpura; neutropenia; eosinophilia; dizziness; headache. 
Prolonged use of tetracyclines has producec brown-biack micro- 
scopic discoloration of thyroid glands; no abnormalities of thyroid 
function studies are known to occur. 

It should be noted that microorganisms insensitive to one tetracy- 
cline irvariably exhibit cross-resistance to other tetracyclines. 

For full information, consult package insert. 


How Supplied: Sumycin '250' Hydrochloride Capsules (Tetracy- 
cline Hydrochloride Capsules U.S.P.) are available in bottles of 100 
and 1000 and Unimatic" Single Dose Packs of 100. Sumycin 
'500' Hydrochloride Capsules (Tetracycline Hydrochloride Capsules 
U.S.P.) ere available in bottles of 100 and Unimatic Single Dose 
Packs of 100. Sumycin '250' Hydrochloride Tablets anc Sumycin 
'500' Hydrochloride Tablets (Tetracycline Hydrochlorice Tablets 
N.F ) are available in bottles of 100. (A.H.F.S. 8:12.24) 


SQUIBB’ 


‘The Priceless Ingredient of every product 
is the honor and integrity cf its maker.'™ 


© 1975 E. R. Squibb & Sons, Inc. 705-002 
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FROM MERCK SHARP & DOHME... 


A HIGHLY EFFECTIVE 
CORTICOSTEROID 


IN AN EXCLUSIVE 
GEL VEHICLE 





For relief o 
inflammator y£ 
manifestation 
steroid- 








0.1% TOPICAL 


ECADERM 


EXAMETHASONE | MSD) IN ESTERGEL 
15-g and 30-g tubes (Isopropyl Myristate Gel! MSD) 


formulated with 


ESTERGEL 
(Isopropyl Myristate Gel MSD) 


an exclusive emollient gel that 
e softens and soothes 
e retains moisture 
e spreads smoothly and evenly 
e largely disappears when rubbed on the skin 
e sheds water, but easily washes off 
skin with soap and water 
e contains no parabens 
e is anhydrous 
e is lipophilic and hydrophilic 
e is slightly acidic (DH=5-6.5) 
Topical steroids are contraindicated in vaccinia and varicella; in 
herpes simplex; in fungal infections; when tuberculosis of the skin is 


present. Topical steroids are contraindicated in patients with a 
history of hypersensitivity to any of the components of the preparation. 
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DECADE 


(DEXAMETHASONE | MSD) 
[o-gand 30-g tubes —_(Isopr 


Each gram of DECADERM contains 1 mg dexamethasone in 
ESTERGEL, a specially formulated vehicle consisting of 
gelled isopropyl myristate, wool alcohols B.P., refined lan- 
olin alcohol, microcrystalline wax, anhydrous citric acid, 
and anhydrous sodium phosphate dibasic. 

Dexamethasone is slightly soluble both in isopropyl myri- 
State (0.23 mg/ml) and in water (0.11 mg/ml) at 37 C. 

This emollient gel vehicle is anhydrous, lipophilic, hydro- 
philic, and moisture-retentive. The base largely disappears 
when rubbed on the skin. 

Contraindications: Vaccinia and varicella, herpes simplex; 
fungal infections; tuberculosis of the skin; history of hyper- 
Sensitivity to any of the components. 

Precautions: Not for ophthalmic use. If irritation develops, 
discontinue product and institute appropriate therapy. In 
the presence of infection, institute use of an appropriate 
antifungal or antibacterial agent; if a favorable response 
does not occur promptly, discontinue the corticosteroid 
until the infection has been adequately controlled, 
Treatment of extensive areas or use of the occlusive tech- 
nique increases the possibility of systemic absorption of the 
corticosteroid, and suitable precautions should be taken. 
Generally, occlusive dressings should not be used on weep- 
ing or exudative lesions. If occlusive dressings are used, 
inspect lesions between dressings for development of in- 


aes. 









formulated with 


ESTERGEL” 
(Isopropyl Myristate Gel. MSD) 


an exclusive 
emollient gel 





fection; if infection develops, discontinue the technique 
and institute appropriate antimicrobial therapy. If the 
occlusive dressing technique is employed, caution should 
be exercised with regard to the use of plastic films which 
are often inflammable and may pose a suffocation hazard 
for children. When large areas of the body are covered with 
an occlusive dressing, thermal homeostasis may be im- 
paired; if elevation of body temperature occurs, discontinue 
use of the occlusive dressing. 

Since safe use in pregnant females has not absolutely been 
established, in pregnant patients, topical steroids should 
not be used extensively, in large amounts, or for prolonged 
periods of time. 

Adverse Reactions: Burning, itching, irritation, dryness, fol- 
liculitis, hypertrichosis, acneform eruptions, and hypopig- 
mentation. More frequently with occlusive dressings than 
without: maceration of the skin, secondary infection, sxin 
atrophy, striae, and miliaria. Contact sensitivity to a par- 
ticular dressing or adhesive. 

How Supplied: Topical DECADERM (Dexameth- 

asone, MSD) in 15-g and 30-g tubes. 

For more detailed information, consult your M S D 
MSD representative or see full prescribing in- 
formation. Merck Sharp & Dohme, Division of HAR 
Merck & Co., Inc., West Point, Pa. 19486 D 
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MINOCIN® 
MINOCYCLINE HCI 


Indications: 

MINOCIN minocycline HCI is indi- 
cated in infections caused by the 
following microorganisms: 


Rickettsiae (Rocky Mountain spotted 
fever, typhus fever and the typhus 
group, Q fever, rickettsialpox, tick 
fevers). 


Mycoplasma pneumoniae (PPLO 
Eaton agent). Agents of psittacosis 
and ornithosis. Agents of lympho- 
granuloma venereum and granuloma 
inguinale. The spirochetal agent of 
relapsing fever (Borrelia 
recurrentis). 


The following gram-negative 
microorganisms: 


Haemophilus ducreyi (chancroid), 
Pasteurella pestis and Pasteu- 
rella tularensis, 

Bartonella bacilliformis, 
Bacteroides species, 

Vibrio comma and Vibrio fetus, 
Brucella species (in conjunction 
with streptomycin). 


Because many strains of the following 
groups of microorganisms have been 
shown to be resistant to tetracyclines, 
culture and susceptibility testing 


are recommended. 


MINOCIN minocycline HCI is indi- 
cated for treatment of infections 
caused by the following gram-negative 
microorganisms, when bacteriologic 
testing indicates appropriate suscep- 
tibility to the drug: 

Escherichia coli, 

Enterobacter aerogenes (formerly 
Aerobacter aerogenes), 

Shigella species, 

Mima species and Herellea species, 
Haemophilus influenzae (respira- 
tory infections), 

Klebsiella species (respiratory and 
urinary infections). 


MINOCIN is indicated for treatment of 
infections caused by the following 
gra m-positive microorganisms when 
bacteriologic testing indicates appro 
priate susceptibility to the drug: 


“Where To Use It" 


Streptococcus species: Up to 44 per- Oral only: |n severe acne, the 

cent of strains of Streptococcus tetracyclines may be useful adjunctive 
pyogenes and 74 percent of Strep- therapy. Minocycline IS indicated in 
tococcus faecalis have been found the treatment of asymptomatic carriers 
to be resistant to tetracycline drugs. of N. meningitidis to eliminate 
Therefore, tetracyclines should not be meningococci from the nasopharynx. 
used for streptococcal disease unless In order to preserve the usefulness of 
the organism has been demonstrated — MINOCIN minocycline HCI in the 


to be sensitive. treatment of asymptomatic meningo- 
For upper respiratory infections due coccal carriers, diagnostic laboratory. 
to group A beta-hemolytic strepto- procedures, including serotyping and 
cocci, penicillin is the usual drug of susceptibility testing, shoud be per- 
choice, including prophylaxis of formed to establish the carrier state 
rheumatic fever. and the correct treatment. It is recom: 
mended that the drug be reserved for 
Diplococcus pneumoniae, situations in which the risk of mening 
Staphylococcus aureus, skin and ococcal meningitis is high. 
soft tissue infections. Tetracyclines Minocycline by oral administration is 
are not the drugs of choice in the not indicated for the treatment of 


treatment of any type of staphylococcal meningococcal infection. 
infection. 


When penicillin is contraindicated, d 
tetracyclines are alternative drugs in 
the treatment of infections due t0: 


Neisseria gonorrhoeae and Neis- 
seria meningitidis (1V. only), 
Treponema pallidum and Trep- 
onema pertenue (syphilis and 


yaws), 

Listeria monocytogenes, 
Clostridium species, 

Bacillus anthracis, 
Fusobacterium fusiforme (Vin- 
cent's infection), 

Actinomyces species. 


In acute intestinal amebiasis, the 
tetracyclines may be a useful adjunct 
to amebicides. 


MINOCIN is indicated in the treatment 
of trachoma, although the infectious 
agent is not always eliminated, as 
judged by immunofluorescence. Inclu- 
sion conjunctivitis may be treated 
with oral tetracyclines or with a com- 
bination of oral and topical agents. 
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MINOCIN Minocycline HCI 
Oral and Intravenous Brief Summary 


Contraindications: Hypersensitivity to any tetracycline 


Warnings: Intravenous use, particularly in pregnancy, in daily doses exceeding 2 grams 
has been associated with deaths through liver failure. Nhen need for intensive treatment 
outweighs potential dangers, perform renal and liver functien tests before and during 
therapy; also follow serum concentrations. In renal impairment, usual doses may lead to 
excessive accumulation and liver toxicity. Under such conditions, use lower total doses, 
and, in prolonged therapy, determine serum levels. This hazarc is of particular importance 
in IV. use in pregnant o: postpartum patients with pyelonephrifis. In such cases, the blood 
level should not exceed 15 mcgm/ml. and liver function tests should be made at frequent 
intervals. Do not prescribe other potentially hepatotoxic drugs concomitantly The use of 
tetracyclines during tooth development (last half of pregnancy, infancy and childhood to 
the age of 8 years) may cause permanent discoloration of the teeth (yellow-gray-brown). 
This is more common curing long-term use but has been observed following repeated 
short-term courses. Enamel hypoplasia has also been reported. Tetracyclines, therefore, 
should not be used in this age group unless other drugs are not likely to be effective or are 
contraindicated. Photosensitivity manifested by an exaggerated sunburn reaction has been 
observed in some individuals taking tetracyclines. Advise patients apt to be exposed to 
direct sunlight or ultraviclet light that such reaction can eccur, and discontinue treatment 
at first evidence of skin erythema. Studies to date indicate tha! photosensitivity is rarely 
reported with MINOCIN minocycline HCI. In patients with significantly impaired renal 
function, the antianabolic action of tetracycline may cause an increase in BUN leading to 
azotemia, hyperphosphatemia, and acidosis. CNS side effects (lightheadedness. dizziness, 
vertigo) have been reported, may disappear during therapy, and always disappear rapidly 
when drug is discontinuec. Caution patients who experience these symptoms about driving 
vehicles or using hazardous machinery while taking this drug. Pregnancy: In animal studies, 
tetracyclines cross the placenta, are found in fetal tissues, and can have toxic effects on 
the developing fetus (often related to retardation of skeletal development). Embryotoxicity 
has been noted in animals treated early in pregnancy. Newborns, infants and children: All 
tetracyclines form a stable calcium complex in any bone-forming fissue. Prematures, given 
oral doses of 25 mg./kg. every 6 hours, demonstrated a decrease in fibula growth rate, 
reversible when drug was discontinued. Tetracyclines are present in the milk of lactating 
women who are taking a crug in this class. 


Precautions: Use may result in overgrowth of nonsusceptible organisms, including fungi. 
If superinfection occurs, institute appropriate therapy. In venereal diseases when coexistent 
syphilis is suspected, darkfield examination should be done before treatment :s started 
and blood serology repeated monthly for at least four months. Patients on anticoagulant 
therapy may require downward adjustment of such dosage. Test for organ system dys- 
function (e.g., renal, hepatic and hemopoietic) in long-term use. Treat all group A beta- 
hemolytic streptococcal infections for at least 10 days. Avoid giving tetracycline in con- 
junction with penicillin. 


Adverse Reactions: Gl: (with both oral and parenteral use) Anorexia, nausea, vomiting, 
diarrhea, glossitis, dysphagia, enterocolitis, inflammatory lesions (with monilial over- 
growth) in anogenital region. Skin: Maculopapular and erythematous-rashes. Exfoliative 
dermatitis (uncommon). Phetosensitivity is discussed above ("Warnings") Renal toxicity: 
Rise in BUN, dose-related. (See “Warnings ') Hypersensitivity reactions: Urticaria, angio- 
neurotic edema, anaphylaxis, anaphylactoid purpura, pericarditis, exacerbation of systemic 
lupus erythematosus. In young infants, bulging fontanels have been reported following full 
therapeutic dosage, disappearing rapidly when drug was discontinued. Blood: Hemolytic 
anemia, thrombocytopenia, neutropenia, eosinophilia. CNS: (See “Warnings ”) When given 
in high doses, tetracyclines may produce brown-black microscopic discoloration of 
thyroid glands; no abnormalities of thyroid function studies are known to occur. 


NOTE: Concomitant therapy: Antacids containing aluminum, calcium, or magnesium impair 
absorption; do not give to patients taking oral minocycline. Studies to date indicate that 
absorption of MINOCIN is no! notably influenced by foods and dairy products. 


LEDERLE LABORATORIES 
A Division of American Cyanamid Company 


Pearl River, N.Y. 10965 
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Original Contributions 


è The diagnostic accuracy and index of 
suspicion concerning malignant mela- 
noma were calculated based on review of 
5,538 histologically examined lesions (of 
which 99 were melaromas) that were 
recorded in the Oncolagy Section of the 
Skin and Cancer Unit from 1955 to 1967. 
The diagnostic accuracy of the physi- 
cians in the Section was determined to be 
64.4%. Thus, in almost ene of every three 
melanomas an error in clinical diagnosis 
was made. This “batting average" is, 
however, better than these of previously 
published reports. 

The index of suspicien in relation to 
malignant melanoma in our series was 
96%. Thus. the physicians in the On- 
cology Section demonstrated an appropri- 
ate awareness of this tumor. However, 
coupled with a diagnostic accuracy of 
64%, a probiem nevertheless exists in the 
diagnosis o! this serious cutaneous can- 
cer. 
Our study emphasizes the importance 
of having histologic verification prior to 
definitive radical surgery en patients with 
malignant melanoma. 

(Arch Dermatol 111:129:-1292, 1975) 


he most commonly aecepted treat- 
ment for malignant melanoma 

of the skin is wide local excision and, 
when indicated, radical negional lym- 
phadenectomy. It is the policy at New 
York University Medical Center to 
perform a conservative excisional 
biopsy, or, if this is not feasible, an 
incisional biopsy prior o definitive 
radical surgery, in order to avoid un- 
necessarily extensive surgical proce- 
dures in those instances in which the 
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Diagnostic Accuracy 


in Malignant Melanoma 


Alfred W. Kopf, MD; Medwin Mintzis, MD; Robert S. Bart, MD 


clinical diagnosis of malignant mela- 
noma is incorrect. We review the 
total experience of the Oncology Sec- 
tion of the Skin and Cancer Unit 
from 1955 to 1967 concerning the clin- 
ical diagnostic accuracy (DA) and the 
index of suspicion (IS) in relation to 
malignant melanoma, to see if there 
is a basis for this cautious approach. 


METHODS 


The entire data base of all patients reg- 
istered in the Oncology Section was eom- 
puterized for ease of handling. The records 
of all 5,538 lesions that had been subject to 
biopsy were reviewed both for clinical and 
histologic diagnoses. In each case, the his- 
tologic diagnosis was considered to be the 
definitive diagnosis. It is important to 
point out that the physician in the Oneol- 
ogy Seetion responsible for completing the 
patient's Oncology chart is allowed only a 
single clinical diagnosis. Thus, there is no 
differential diagnosis entered on the 
record, and the physician is either right or 
wrong as proved by histologic examination 
of the biopsy specimen. 

The methods used in calculating the DA 
and IS were previously reported by cur 
Oncology Section.’ This approach to the 
evaluation of clinieal diagnoses not only 
demonstrates the degree of the physicians' 
clinical awareness of a disease, but also 
provides information regarding their de- 
gree of inaccuracy. This is accomplished by 
determining each value for the criteria 
listed in Table 1. 


RESULTS 


From the previously mentioned 
data, the DA for malignant mela- 
noma is calculated as follows: 


pa —_ (A) X 100 
(A) + (B) + (C) 


where (A) represents tumors that 
were clinically diagnosed as malig- 
nant melanoma and were histologi- 
cally confirmed as such; (B) repre- 
sents tumors in which the clinical 
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diagnosis of malignant melanoma 
was proved false on histologic exami- 
nation; and (C) represents tumors 
that were clinically diagnosed as 
being an entity other than malignant 
melanoma, but were histologically 
proved to be malignant melanoma. 

This results in the following nu- 
merical calculation: 


100 
76 + 19 + 23 


To ealeulate the IS, the following 
formula was used: 


__ Clinical Incidence (A+B) x 100 


IS = 
Actual Incidence (A+C) 


00 
m 95 x 100 = 95.9% 


IS 

For details concerning concepts 

and methods, the reader is referred to 
the paper of Lightstone et al.’ 


COMMENT 


In evaluating the DA and IS for a 
given tumor, it is necessary to know 
the number of lesions that were clini- 
cally diagnosed (correctly or in- 
correctly) to be that tumor. One must 
also know how many were clinically 
(correctly or incorrectly) considered 
not to be the entity in question. The 
histologic diagnesis of each tumor 
must also be known. The advantage 
of having a completely computerized 
data base becomes immediately ap- 
parent in such a study. 

The DA, as calculated by our 
method, was found to be 64.4%. This 
means that the clinicians erred in 
diagnosing malignant melanomas in 
about one of every three lesions. 
Table 2 compares this DA with that 
of others. Those listed were the only 
published reports in which we found 
sufficient data to allow application of 
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Table 1.—Data Base for Malignant Melanoma* 


Initial 
Diagnosis 


Clinically, 
melanoma 


Clinically, 
not melanoma 


Totals 


Proved to Be 
Melanoma 


76 (A) 


23 (C) 
99 (A+C) 


19 (B) 


5,420 (D) 
5,439 (B+D) 


Proved Not to Be 
Melanoma 


Totals 
95 (A+B) 


5,443 (C+D) 
5,538 (N=A+B+C+D) 





* A, correct positive clinical diagnosis of melanoma; B, incorrect positive clinical diag- 
nosis of melanoma; C, incorrect negative clinical diagnosis of melanoma; D, correct negative 
clinical diagnosis of melanoma; A + B, clinical incidence; A + C, actual incidence. 


our formulas. The diagnostic acumen 
of the physicians in the Oncology Sec- 
tion is better than that in these re- 
ports. Nevertheless, we consider that 
an error of 35.6% supports our thera- 
peutie approach to melanoma, that is, 
a conservative excisional biopsy or an 
incisional biopsy prior to definitive 
radical surgery. 

Our calculations result in an IS of 
96%. This means that we under- 
diagnosed this tumor only minimally. 
Table 3 summarizes a review of the 
literature in relation to the indexes of 
suspicion that were calculated from 
data reported by other authors. In 
one of the four reports from the liter- 
ature, and in our series, under- 
diagnosis occurred. It is our opinion 
that, in relation to a serious malig- 
nant neoplasm such as malignant 
melanoma, providing that histologic 
verification is obtained prior to exten- 
sive surgery, it is preferable to over- 
diagnose rather than to under- 
diagnose. Again, for a detailed 
discussion of this concept, the reader 
is referred to the original paper of 
Lightstone et al.' 

In reviewing our data, we found 
that the clinical diagnosis of malig- 
nant melanoma was made in what 
were histologically proved to be three 
pigmented basal cell carcinomas, 
three dermatofibromas, two junction 
nevi, two compound nevi, and one 
each of the following: Kaposi sar- 
coma, hemangioma, seborrheic kera- 
tosis, leiomyoma, cellular blue nevus, 
sclerosing hemangioma, squamous 
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cell carcinoma, verrucous nevus, and 
intradermal nevus. The histologic 
diagnosis of malignant melanoma 
was made in 23 lesions in which the 
clinical diagnosis was some other le- 
sion. Six of these were clinically diag- 
nosed as pigmented basal cell carci- 
nomas; two, “other forms” of basal 
cell carcinoma; three, junction nevi; 
three, pyogenic granulomas; two, 
compound nevi; two, squamous cell 
carcinomas; two, halo nevi; one, 
Bowen disease; one, seborrheic kera- 
tosis; and one was diagnosed as len- 
tigo. Seventeen of these lesions were 
pigmented and six were not. Sixteen 
of the 23 patients had blue eyes. Only 
three patients who had a lesion that 
was clinically diagnosed as mela- 
noma, but which was proven by 
biopsy to be otherwise, had blue eyes. 
Eleven of 17 patients with pigmented 
lesions that were incorrectly clinically 
diagnosed as “not melanoma” had 
blue eyes. This suggests that a higher 
IS should be present for melanoma if 
a pigmented lesion is present in a 
blue-eyed patient." 

Comparison with results found in 
the literature reveals that the physi- 
cians in the Oncology Section of the 
Skin and Cancer Unit had an appro- 
priate IS for malignant melanoma 
coupled with a good DA (Tables 2 and 
3). We invite others to publish their 
results using the same criteria set 
forth in order to possibly identify rea- 
sons for differences in the various 
series. 

One possible method to improve 
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Table 2.—Literature on Diagnostic 
Accuracy Regarding Malignant 
Melanomas 


Diagnostic 


Author Accuracy 
McMullin & Hubener? 27.8% 


Kopf et al (this study) 64.4% 









Table 3.—Literature on Index of 
Suspicion Regarding Malignant 
Melanoma 





Index of 


Author Suspicion 


Kopf et al (this study) 95.9% 


clinical DA may be the use of an oper- 
ating microscope by which low mag- 
nifications (X6 to x40) apparently 
allow the more precise identification 
of cutaneous malignant melanomas.’ 


This study was supported by National Insti- 
tutes of Health research grant CA1 3662-04, 
awarded by the National Cancer Institute, Pub- 
lic Health Service, US Department of Health, 
Education and Welfare. 
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Topically Applied Griseofulvin 


in Prevention and Treatment of 


Trichophyton mentagrophytes 


William L. Epstein, MD; Vinod P. Shah, PhD; Henry E. J ones, MD; Sidney Riegelman, PhD 


e Griseofulvin is net considered effec- 
tive in treatment of saperficial fungal in- 
fections. However, when applied topically 
in organic solvents, the drug appeared in 
very high concentration in all levels of 
stratum corneum, arzi it generally per- 
sisted there in measurable amounts for 
four or more days atter a single appli- 
cation. Based on this ebservation, double- 
blind experimental prephylactic and ther- 
apeutic studies were conducted. Topically 
applied griseofulvin m alcohol solution 
was highly effective ir preventing experi- 
mentally induced Trichophyton men- 
tagraphytes infection, Sut it had no thera- 
peutic effect once the infection was 
initiated. Topically aeministered griseo- 
fulvin may prove usetul in prevention of 
recurrences or as an aijunct to therapy in 
selected cases of superficial fungal infec- 
tion. 

(Arch Dermatol 111:1293-1297, 1975) 


Rs dermatopharmacologic stud- 
ies of griseofu-vin have demon- 
strated that the druz concentrates in 
the stritum corneum within hours 
after oral administ-ation.' Further- 
more, it has been established that 
sweat is an importaat route of deliv- 
ery of griseofulvin t» the outer layers 
of skin. Despite a negative report? 
that topically applied griseofulvin is 
ineffective, it occurred to us that in a 
proper solvent, grseofulvin might 
substantially raise levels of the drug 
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in the stratum corneum. Therefore, 
we designed protocols to test gris- 
eofulvin applied topically for ef- 
fectiveness in the prophylaxis and 
treatment of experimentally induced 
ringworm infection. 


SUBJECTS AND METHODS 


Several solvent systems were studied to 
determine which might be appropriate for 
topical application. These included di- 
methyl sulfoxide, trichloroethanol, alcohol, 
and an ether-acetone solution. Saturated 
solutions of griseofulvin in these solvents 
in quantities of 100u] were spread on the 
skin of the palm or forearm of 14 subjects 
and allowed to evaporate. During the next 
12 days, skin scrapings were obtained at 
three levels of the stratum corneum from 
the palm or arm as previously described,’ 
quick-frozen, and assayed for griseoful- 
vin.'* No effort was made to protect the 
area except that the palm or forearm was 
washed lightly with water before the first 
scraping. From the results of these prelim- 
inary studies, a solution of griseofulvin in 
alcohol was selected for further human 
studies. 

Healthy male volunteers from the Cali- 
fornia Medical Facility at Vacaville, free 
from any fungus infection, were given an 
intradermally administered injection of a 
purified Trichophyton antigen. Based on 
the immunological response, the subjects 
were classified into two groups, negative 
reactors (immunologic virgins), and posi- 
tive reactors. Four groups of five subjects 
each were established. Three negative re- 
actors and two positive reactors were ran- 
domly assigned to each group. A summary 
of the prophylactic protocol is presented in 
Table 1. The subjects received orally or 
topically administered griseofulvin or pla- 
cebo tablets in a double-blind fashion over 
a seven day period. Oral griseofulvin was 
administered in the form of commercial 
griseofulvin tablets; an identical placebo 
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tablet was used with the controls. Topical- 
ly applied alcohol solution contained 0.45% 
griseofulvin. Alcohol without griseofulvin 
was used as a placebo. Approximately 250ul 
of the griseofulvin solution in alcohol was 
applied to 25 sq cm on both arms and al- 
lowed to evaporate. All topical therapy was 
stopped on the day before the infection, at 
which time six, 60, and 600 spores of T 
mentagrophytes were applied to three 1 
inch areas randomly placed on the inner 
aspect of the forearm, covered with a 
gauze pad, and occluded with polyethylene 
film. The dressing was kept in place for 
four days. After removal of the patches, 
the sites were examined daily and scored 
(arbitrarily from zero to +3) periodically 
for diameter of the infection, degree of 
pruritus, intensity of erythema, edema or 
induration, vesicles, scaling, and follicular 
pustules. Cultures for fungi were taken 
several times during the study. The scor- 
ing continued for 37 days. Systemic admin- 
istration of griseofulvin was instituted if 
there was evidence of a residual infection. 
Blood for griseofulvin determination was 
drawn from all subjects on the day infec- 
tion was initiated, and skin scrappings for 
griseofulvin levels were obtained from the 
uninfected arm at that time and four days 
later when the bandages were removed. 
A second therapeutic trial was instituted 
whereby the subjects were infected prior 
to topically administered treatment. A 
summary of the protocol is shown in Table 
2. These subjects were divided into two 
groups using similar immunological and 
clinical screening as described previously. 
Group 1 included 12 subjects who were 
given topically applied griseofulvin in alco- 
hol. Group 2 included six subjects who re- 
ceived topically applied alcohol containing 
no griseofulvin, and group 3 included six 
controls with no treatment. In all thera- 
peutic treatment groups, one third of the 
subjects were Trichophyton-negative re- 
actors (immunological virgins), and the 
others were positive reactors. This study 
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Treatment 
Group Oral Topical 
1 Griseofulvin Placebo 
2 Placebo Griseofulvin 
3 Griseofulvin Griseofulvin 
Placebo Placebo 





No. of 
Subjects 7 5 4 0 

5 Start oral Start topical Stop topical Stop oral therapy, Remove 
therapy therapy therapy infect & patch patches 

5 Start oral Start topical Stop topical Stop oral therapy, Remove 
therapy therapy therapy infect & patch patches 

5 Start oral Start topical Stop topical Stop oral therapy, Remove 
therapy therapy therapy infect & patch patches 

5 Start oral Start topical Stop topical Stop oral therapy, Remove 
therapy therapy therapy infect & patch patches 


* Patches were removed on day 0, and no further treatment was given. 








Table 1.—Treatment Schedule for Prophylactic Trial With Griseofulvin 


Days Before Removal of Patches * 


Table 2.—Treatment Schedule for Therapeutic Trial With Griseofulvin 


No. of 
Subjects 


12 


Group & 
Treatment 


1, topical griseofulvin, 
0.45% in alcohol 


2, topical alcohol 6 


3, no application 6 


Day —4 
Infect and 
patch 
Infect and 
patch 
Infect and 
patch 


Day 0 
Remove 
patches 
Remove 
patches 
Remove 
patches 


Days 3-10 


Apply approximately 250, 
morning and evening 


Apply approximately 250, 
morning and evening 


No application 


- - fg 


Days 11-60 


Stop all treatment; 
observe and score 


Stop all treatment; 
observe and score 


Observe and score 


Table 3.—Griseofulvin Concentration (ng/mg) in Skin of Palm After Topical Application” 


Solvent} 
Alcohol 
Alcohol 


Ether- 
acetone 


Ether- 
acetone 


DMSO 
DMSO 
DMSO 
DMSO 
DMSO 
TCE 
TCE 
TCE 
TCE 
TCE 


21.8 
245.6 
16.7 


36.1 


315.3 
341.0 


710.0 
994.0 


Level 1 


2 


Level 2 
2.0 
10.7 
4.1 


1 
29.1 
6.5 


1.8 2.6 


21.4 

67.0 
706 
425 
174 
181.5 
161.2 
541 
235 


17.8 
43.1 


Days After Application 


Level 3 
1.0 
3.7 
1.6 


0.8 


18.1 
35.5 


29.8 


12.4 
16.6 
19.5 
176.0 
12.4 
21.1 
12.0 
366.0 
26.0 
835.0 


88.0 
5.5 
25.4 


1.5 
10.0 
22.8 


28.81 
7.7 
9.4 





23.1 
3.3 
15.08 


* Concentration was measured on all days at skin level 1 except on day 2 when levels 2 and 3 were also measured. 
T DMSO indicates dimethyl sulfoxide; TCE indicates trichloroethanol. 


also was double-blind and randomized. T 
mentagrophytes infections were accom- 
plished as described previously and else- 
where.* Three sites containing six, 60, and 
600 spores were occluded on one arm for 
four days. Three days after removal of 
the patches, when the macerated skin was 
healing, treatment began with one appli- 
cation daily for seven days to the infected 
arm only. The clinical course of the infec- 
tion was monitored closely by two indepen- 
dent observers who made a number of clin- 
ical measurements such as diameter of the 
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lesion and the intensity of inflammation, 
taking into account erythema, edema, the 
number of pustules, the degree of itching, 
the time for healing, and the persistence of 
viable fungal lesions. From these data, the 
severity of infection index and the MID-50 
(number of spores to induce a persistent 
infection in 50% of the subjects) were cal- 
culated as described separately.’ 


RESULTS 


The results reported in Table 3 in- 
dicate that a single topical appli- 


cation of griseofulvin in each solvent 
produced very high concentrations of 
drug in all three levels of stratum 
corneum tested. The drug usually 
could be found for four cr more days 
and sometimes for as long as 12 days 
after a single application. Figure 1 
compares griseofulvin cencentration 
found in the three levels of stratum 
corneum after oral and topical admin- 
istration in several vehieles. Griseo- 
fulvin in trichloroethanol or dimethyl 
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LEVEL I = 
10-15 cell layers 


aA 


LEVEL E = 
25-40 cell lcyers 


LEVEL II 
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Fig 1.—Griseofusvin concentration (ng/mg) in different skin levels of palm after one topical application. DMSO indicates 
dimethyl sulfoxide TCE indicates trichloroethanol. 


sulfoxide gave the hzrhest concentra- 
tion in the horny lzyer. However, a 
study of these two solvents by a re- 
peated irritancy pach test? showed 
these solvents to be -00 irritating for 
chronic application »o man. Further, 
the skin levels obtained after a single 
application of an aleohol solution of 
griseofulvin seemed adequate. There- 
fore, this solvent was selected for our 
* further studies. 

Table 4 includes 2 summary of the 
data on each of the subjects in each 
group in the prophy-axis experiment. 
As anticipated, non= of the subjects 
given placebo tabletsshowed any plas- 
ma levels of griseofrlvin, nor did any 
of the subjects who had topically ap- 
plied alcohol without griseofulvin 
show any griseofuwin in the skin 
scrapings obtained from their fore- 
arms. In contrast, all subjects given 
either orally or topically administered 
griseofulvin showed.at least 10 to 100 
fold more drug in their skin than sub- 
jects reeeiving only eral griseofulvin. 

The clinical findings in this prophy- 
lactic study are summarized in Table 
5. Those subjects receiving topical 
therapy (groups 2 aad 3) were almost 
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completely protected. Only subject 15 


may have had an abortive infection, _ 


and he showed the lowest skin levels 
of griseofulvin (Table 5). Everybody 
else (groups 1 and 4) became infected, 


"P Lf 
ae ee see y 
E z GE 





indicating that orally administered 
griseofulvin had no prophylactie ef- 
fect in this study. Also, there seemed 
to be no difference in the degree of 
infection at the different spore con- 


Table 4.—Skin and Plasma Data for Griseofulvin Prophylactic Studies 





Skin, ng/mg, 
Dosage Plasma, ug/ml, 
Group Regimen Subject Day —4 Day —4 Day 0 
1 Oral griseofulvin 1 1.41 36.7 9.5 
2 0.46 146.0 15.31 
3 1.25 61.7 40.52 
4 1.11 34.5 QNS* 
5 
Topical griseofulvin, 6 
oral placebo 7 
8 


Oral griseofulvin, 
topical griseofulvin 


Oral placebo, 
topical alcohol 





* QNS, quantity of skin sample not sufficient for analysis. 
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120 


110 


100 






Severity of Infection Index 


13 7 10 1417 21 


28 35 42 49 
Days 


Fig 2.—Severity of infection index in therapeutic experiment. 


centrations, although the “virgins” in 
groups 1 and 4 tended to have more 
prolonged infections than the skin 
test-positive subjects. 

Table 6 summarizes additional data 
on these subjects, listing results from 
culturing of the gauze pads obtained 
after the infection period. Note that 
17 of the 20 pads (column 2) showed 
positive cultures, suggesting that not 
enough griseofulvin reached the pads 
to prevent subsequent growth during 
culturing. Skin culture results (Table 
6) obtained on days 3 and 9 after in- 
fection support the idea that no vi- 
able fungi appeared in the two groups 
receiving topically applied griseoful- 
vin. The results of the prophylactic 
study summarized in these tables al- 
low us to conclude that pretreatment 
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with topical griseofulvin in an alcohol 
solution led to the suppression of a 
detectable clinical infection, that is, it 
resulted in a positive prophylactic ef- 
fect. 

Results from the therapeutic trial 
were ambiguous. Of the 12 subjects 
treated with topically applied griseo- 
fulvin, nine developed clinical infec- 
tions. Of the 12 subjects treated with 
placebo (alcohol with no griseofulvin) 
or with no treatment, ten developed a 
positive infection. Figure 2 displays 
the data analyzed by “severity of in- 
fection index” for six and 600 spores 
in the therapeutic experiment and 
emphasized the negative results ob- 
tained in this experiment. We must 
therefore conclude that under the 
protocol specified, topical griseofulvin 


Topical Griseofulvin 
Topical Placebo Lot Ge 
No Treatment 





?»»5»99»?9955055569 BSSS 4455 SS 


56 63 70 77 


therapy had no demonstrable effect 
once the experimental dermatophyte 
infection had become established. 


COMMENT 


The data from these experiments 
indicate that topical griseofulvir in a 
variety of solvents is delivered <o all 
layers of the stratum corneum in very 
high concentrations. Furthermore, the 
drug persists in the stratum corneum 
for several days at levels higher than 
those achieved by prolonged oral ad- 
ministration. One would therefore ex- 
pect topical application to control 
fungal growth. When griseofulvin 
was applied prophylactically, it pre- 
vented experimentally induced der- 
matophyte infections. Our findings 
are in agreement with the findings of 
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* Graded’ from —1 to 3—; + score is questionable. 


T Site a, 6 spores; b, 6C spores: c, 600 spores. 


t N indicates negative. 
8 H indicates healed. 


Table 6.—Culturs Results in 
Griseofulvin Prophwlactic Studies 


Culture Results 


Day 0, Day 3, Day 9, 


Group” Patches Skin Skin 


* See Table 4 for dosage regimen for each 
group. 
t Indicates no specimens reported. 


Knight while he was participating in 
research at the University of Califor- 
nia at San Diego.’ Systemic adminis- 
tration ef griseofulv-n as used in this 
study had nc propkylactie effect in 
preventing the deveopment of an in- 
fection. Earlier studies on orally ad- 
ministered griseofulvin as a prophy- 
lactic agent showed that continual 
medication could reduce the degree of 
experimental infeccions. Once the 
drug was discontinued, three of six 
subjects developed infections.‘ In 
field trials in Viet fam, griseofulvin 
seemed to be effecti-e, but many fac- 
tors made it difficwt to control the 
study adequately and obtain conclu- 
sive results.’ 

Topically applied griseofulvin 
failed as a therapeutic agent in the 
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test protocol in keeping with clinical 
observations? and a large body of un- 
published work. 

These findings pose a dilemma: 
Why should the drug not work if it is 
present in such large amounts after 
topieal exposure? Possibly the drug is 
present in an inactive form. To test 
this postulate, the stratum corneum 
was stripped with cellophane tape by 
the method described by Knight'^ at 
varying times after application of 
topical griseofulvin and placebo. 
These specimens were sent to Knight 
and Stoughton in a coded fashion for 
analysis. Every specimen obtained 
from treated sites up to several days 
after application of the drug had in 
vitro antifungal activity, while the 
eontrol (alcohol treated) specimens 
developed fungi. This indicates that 
the griseofulvin in the skin is biologi- 
cally active. It is possible that the 
protocol used in the therapeutic trial 
was not vigorous enough to affect the 
course of the disease. Since treatment 
was delayed for three days and then 
only applied once daily for seven 
days, the overall regimen may not 
have been sufficient. Further investi- 
gations of this drug on experimen- 
tally induced dermatophyte infec- 
tions are underway. 
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M M — M M M —————————————————^3 
Skin 
Group & Dosage Sub- Test, "Ops arde d el His ad cae a xr A A Ber de JEN 
Regimen ect mm a b ct a b c a b c a b c a b c 
1, oral griseo- 1 Ni it 1+ 1-2 -— it 12 +1 i+ 2+ 1+ 2+ 23 HS + 1+ 
fulvin 2 N 1+ t+ 24+ 1 1-2 2 1 2 2 H 24- 1-2 H H H 
3 N 2+ 1+ 1+ 2-3 1-2 2 2-3 2 3 H H H H H H 
4 17 1- 2+ 3 8+/ 3+ 3+ 2 H H = 2+ 2+ H H H 
5 13 2+ 1+ 1+ 2 = ea H +H H H 0 H H H H 
2, topical griseo- 6 N 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
fulvin, oral 7 N 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
placebo 8 N 0 0 0 0 ~ = 0 0 0 0 0 0 0 0 °D 0 
9 15 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
10 13 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
3, oral griseo- 11 N 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
fulvin, topical 12 N 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
griseofulvin 13 N 0 0 0 0 0 0 0 0 0 0 0 0 0 D 0 
14 6 0 0 = 0 0 = 0 0 0 0 0 0 0 D 0 
15 8 1 =. N(+) + 0 0 + 0 0 0 0 0 D 0 
4, oral placebo, 16 N i+ 1+ 3+ + 1 3 i+ H 2-3 1+ 1+ 24 H H H 
topica! alcchol 17 N 0 1+ o 4+ + = T 23 23 2-3 3+. ST 3+ $F Sr St 
18 N 12 12 1-2 2 2 2 H 1-2 1-2 H H H H 4 H 
6 1+ 1+ 2 1 3 1-2 H 2-3 H H H H H H 
1 —1 2 2 2 2 H H H H H 
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Diagnosis of Systemic Lupus Erythematosus 


Importance of Antinuclear Antibody Titers 


and Peripheral Staining Patterns 
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e Titers and patterns of antinuclear an- 
tibodies (ANA) in sera from 134 normal 
blood donors, 20 patients with rheumatoid 
arthritis, 15 patients with systemic sclero- 
derma, and 32 patients with diagnosed or 
suspected systemic lupus erythematosus 
(SLE) were studied. The difference be- 
tween the findings with sera of patients 
with SLE and normal subjects in terms of 
high ( 2 160) titers of ANA was greater 
than in terms of peripheral staining pat- 
terns. However, in comparing sera from 
patients with SLE with sera from patients 
with other connective tissue diseases, 
greater differences were found in the inci- 
dence of peripheral patterns of ANA com- 
pared to differences in the frequency of 
high ANA titers. Maximum specificity in 
the diagnosis of SLE was achieved when 
both titers and patterns of ANA were con- 
sidered. 

(Arch Dermatol 111:1298-1300, 1975) 
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jouera antibody (ANA) tests 
ean involve either titrations or 
identification of specific patterns of 
staining. High titers of ANA have 
been reported not only in SLE,’ but 
also in other connective tissue dis- 
eases, including rheumatoid arthritis? 
and systemic scleroderma.^* Among 
the various antigens that give sepa- 
rate and distinct patterns of nuclear 
immunofluorescence, only a few have 


also been identified biochemically.* 


Most important is the peripheral pat- 
tern that is usually associated with 
deoxyribonucleic acid and is found 
commonly in systemic lupus er- 
ythematosus (SLE). 

The purpose of this study was to 
evaluate the relative disease specific- 
ity of not only titrations and identi- 
fieation of patterns of nuclear fluo- 
rescence, but also combinations of the 
two. 


MATERIALS AND METHODS 
Immunofluorescent Tests 


Antinuclear antibody titers and patterns 
were determined by indirect immuno- 
fluorescence tests. Frozen rat liver sections 
4p in thickness served as substrate for 
both tests. Titrations were performed on 
unfixed sections with doubling dilutions of 
human sera beginning with a 1:10 dilution. 
The titer that was reported was the high- 
est dilution of serum giving any pattern of 
nuclear staining. Identification of ANA 


patterns was made with undiluted human 
sera on liver sections fixed for five minutes 
in acetone prior to testing.’ The conjugate 
used for both immunofluorescence tests 
was fluorescein-labeled goat antihuman 
IgG with some light-chain activity. This 
conjugate had a fluorescein-protein molar 
ratio of 4.08. The antibody protein content 
was 2.3 mg/ml. In immunofluorescence 
tests, it was diluted to a coneentration of 
36ug/ml. This concentration was selected 
on the basis of a chessboard titration. 

Results were read with a fluorescence 
microscope (Leitz Ortholux II) equipped 
with incident illumination and a mercury 
are light source (HBO 200) and excization 
filters (BG 12 filter, TK 495 dichroic mirror, 
and two KP 490 filters). Identical titers 
were found when tests were read with a 
transmitted light fluorescence microscope 
equipped with a mercury arc light source, a 
toric lens dark field condenser, and an exci- 
ter filter (Corning 5874). 


Patient Sera 


Sera for this study included 134 from 
normal blood donors, 20 from patients with 
rheumatoid arthritis, 15 from patients 
with systemic scleroderma, 4 from patients 
with mixed connective-tissue disease, 7 
from patients with suspected SLE, and 32 
from 24 patients with SLE. The normal 
sera were sex matched and divided into 
three age groups: 20 to 30 years, 31 to 40 
years, and 41 to 60 years. All sera from pa- 
tients with rheumatoid arthritis had rheu- 
matoid factor. Patients with diagnosed 
and suspected SLE were classified accord- 
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Total 


ing to the preliminary criteria for SLE.* 
Those diagnosed as having SLE fulfilled 
four or mere of the criteria, while patients 
diagnosed as having sespected SLE ful- 
filled three or less of the criteria. Biopsy 
specimens from 21 patieats with diagnosed 
SLE were examined by immunofluores- 
cence for deposition of IgG at the dermal- 
epidermal junction. Suck deposits were ob- 
served in 20 of 21 patierzs. Only 2 of the 24 
patients with SLE had not received some 
prednisone therapy. At the time of serum 
sampling, 17 of the patients with SLE had 
active disease and 7 were in remission. 


RESULTS 


The distribution o^ ANA titers in 
sera from normal sabjects and pa- 
tients with connective tissue diseases 
is summarized in “able 1. In the 
group of normal bleod donors, over 
60% of the sera were negative (< 10) 
and in the group wita rheumatoid ar- 
thritis, 35% were negative. Low titers 
of 40 or less were also found in most 
of the pesitive sera within these two 
groups. In the collagen diseases of 
SLE, mixed connective-tissue disease 
and systemic sclerod=rma, high titers 
up to 10240 were observed. Titers of 
sera from two patierts recently diag- 
nosed as having SLE and not yet re- 
ceiving chemotherapy were 320 and 
2,560. 

The incidence of ANA titers of 160 
or greater has been tabulated in 
Table 2. In SLE, mixed connective- 
tissue disease and systemic sclero- 
derma, 75% or more ef the sera had ti- 
ters 2 160. Antinucear antibody ti- 
ters of 160 or greater occurred in 84% 
of patients with accive SLE and in 
86% of SLE cases in "emission. Only a 
small proportion of normal subjects 
(0.7%) and patients with rheumatoid 
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No. of eo 


No. of 
Sera Patients 

Normal 134 134 85 15 16 13 4 1 
Rheumatoid arthritis 20 20 7 5 1 4 1 1 1 
Systemic scleroderm@ 15 15 1 4 3 3 3 1 
Mixed eonnective-tissse disease 4 1 3 
Suspected SLE 7 7 1 1 1 3 1 
Diagnosed SLE 

Active 17 26 2 1 3 3 ° 1 

Remission 1 1 


Table 1.—Distribution of ANA Titers 







No. of Sera With Given Titers 


Sera <10 10 20 40 80 160 320 640 1,280 2,560 5,120 10,240 


Table 2.—Incidence of ANA Titers 160 or Greater 





Sera No. Positive/ Total % Positive 
Normal 1/134 0.7 
Rheumatoid arthritis 1/20 5 
Systemic scleroderma 15/15 100 
Mixed connective-tissue disease 3/4 75 
Suspected SLE 6/7 86 
Diagnosed SLE 


Active 


Remission 


Table 3.—Incidence of Peripheral Nuclear Staining 


Sera No. Positive/Total % Positive 
Normal 3/134 

Rheumatoid arthritis 1/20 

Systemic scleroderma 2/15 

Mixed connective-tissue disease 1/4 

Suspected SLE 3/7 


Diagnosed SLE 
Active 14/25 
Remission 2/7 


lhl hh ————— 


Total 16/32 


Table 4.—Specificity of Combined Tests 


No. Positive/ Total % Positive 


Systemic scleroderma 
Mixed connective-tissue disease 1/4 
Suspected SLE 3/7 


Diagnosed SLE 
Active 13/25 


Remission 1/7 
Total 14/32 
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arthritis (576) had ANA titers of 160 
or greater. 

As indicated in Table 3, the inci- 
dence of a peripheral nuclear staining 
pattern was the highest among the 
patients with SLE. Peripheral nu- 
clear staining was more common in 
active SLE cases than in cases in re- 
mission. Two of 15 or 1396 of the sera 
from patients with systemic sclero- 
derma had a peripheral nuclear stain- 
ing pattern. The rest gave a speckled, 
nucleolar, or homogeneous pattern. In 
a small proportion of the sera from 
normal subjects (2%) and patients 
with rheumatoid arthritis (5%), a pe- 
ripheral nuclear staining was seen. 

In an attempt to make the inter- 
pretation of the ANA titration and 
the nuclear pattern of fluorescence 
more specific for SLE, a number of 
combinations of both tests were ex- 
plored. As indicated in Table 4, the 
selection of sera for ANA titers of 160 
or greater and peripheral nuclear 
staining had a high degree of speci- 
ficity for SLE. None of the sera from 
normal subjects or patients with 
rheumatoid arthritis were positive by 
these criteria, while 13 of 25 or 52% of 
sera from patients with active SLE 
were positive. However, 2 of 15 sera 
from patients with systemic sclero- 
derma gave comparable results. 


COMMENT 


Mere presence or absence of ANA 
has little clinical relevance. The clini- 
cal importance of ANA can best be 


l. Ritchie RF: Antinuclear antibodies: Their 
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Med 282:1174-1178, 1970. 

2. Seligmann M, Cannat A, Hamrad M: Stud- 
ies on antinuclear antibodies. Ann NY Acad Sci 
124:816-832, 1965. 

3. Ritchie RF: The clinical significance of ti- 
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burg, Pa, Dowden, Hutchinson & Ross Inc, 1974, 
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considered in terms of both titers and 


patterns. High titers of ANA and pe- 
ripheral ANA staining were both 
found to be of diagnostic importance 
in SLE, particularly when both tests 
were combined. Results disclosed no 
differences in the incidence of high 
ANA titers ( 2 160) between cases of 
active SLE and cases in remission. 
This lack of correlation with disease 
activity probably resulted from re- 
porting the titer as the highest dilu- 
tion where any nuclear staining was 
seen, rather than the titer of the pe- 
ripheral pattern. Noticeable differ- 
ences were observed, however, in the 
incidence of peripheral staining 
where the incidence was almost 
double in case of active SLE. Periph- 
eral nuclear fluorescence and a titer 
of 160 or more was observed in 52% of 
patients with active SLE. This combi- 
nation of findings also occurred in 
13% of cases of systemic scleroderma. 
This relationship of peripheral nu- 
clear fluorescence and a titer of 160 or 
more correlated in SLE with disease 
activity. This combination occurred in 
52% of cases of active SLE and in only 
1476 of SLE cases in remission. 

The ANA titers reported here in 
cases of systemic scleroderma were 
similar to those reported in the litera- 
ture, but the incidence was somewhat 
higher. Antinuclear antibodies have 
been found in 60% to 80% of patients 
with systemic scleroderma, which is 
approximately the same as in SLE.‘ 
Our finding of ANA in 100% of the 15 


References 


pp 123-136. 

5. Burnham TK, Bank PW: Antinuclear anti- 
bodies: I. Patterns of nuclear fluorescence. J In- 
vest Dermatol 62:526-534, 1974. 

6. Gonzalez EN, Rothfield NF: Immuno- 
globulin class and pattern of nuclear fluores- 
cence in systemic lupus erythematosus. N Engl J 
Med 274:133-1338, 1966. 

7. Beutner EH, Sepulveda MR, Barnett EV: 
Quantitative studies of immunofluorescence. 
Bull WHO 39:587-606, 1968. 

8. Fries JF, Siegal RC: Testing the "prelimi- 
nary criteria for classification of SLE." Ann 





patients with systemic scleroderma is 
not meaningfully different, but prob- 
ably only reflects a random sampling 
in a small number of patients. It 
should also be stressed that ANA ti- 
ters in patients with systemic sclero- 
derma vary with time such thaz mul- 
tiple serum testing can show a higher 
incidence of ANA.: 

The percentage of peripheral ANA 
patterns found in the 15 patients 
with systemic scleroderma aiso ap- 
pears high.* This too may only reflect 
the random sampling in a small 
group. The actual percentage may be 
smaller in a larger population. 

While these results on sera from 
patients with SLE are generally in 
agreement with other reports in the 
literature, ^** only limited campari- 
sons can be made because bcth the 
type of nuclear antigens and the con- 
jugate characteristics affect results. 
Because of the relationships between 
a conjugate's fluorescein-protein mo- 
lar ratio, or its antibody coneentra- 
tions at its selected use dilution and 
ANA reactions," current efforts by 
the International Union of Immuno- 
logic Societies to standardize ANA ti- 
trations take these factors into con- 
sideration." On the basis of these 
considerations, it must be stressed 
that only under the conditions used in 
these studies does it hold true that 
ANA titers of 160 or greater and a 
peripheral staining pattern are more 
frequent in sera from patients with 
SLE and less frequent in normal sera. 
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Effects cf Topical 
Fluorouracil on Normal Skin 


Alvin S. Zelickson, MD; Jess Mottaz; Larry W. Weiss, MD, PhD 


® Daily application cf 1% fluorouracil 
cream to normal white sxin results in defi- 
nite morphologic alterations of the epi- 
dermis. Although clinieal changes were 
not present, electron microscopic ex- 
amination of the tissue demonstrates 
changes especially pronounced in the 
epiderma! keratinocytes. These changes 
consist of cytoplasmic vacuoles, altera- 
tions in the mitochondr:a, Golgi complex, 
and endoplasmic reticulum, as well as 
widened extracellular spaces. 

(Arch Dermatol! 111:1:01-1306, 1975) 


T 1957, Heidelberger’ synthesized a 
group of fluorinaved pyrimidines 
that included fiuorouracil. They noted 
that these new antimetabolites inhi- 
bited tumor growth by inhibiting 
DNA synthesis. Flucrouracil is also 
incorporated into RNA and interferes 
with normal nuclectide synthesis. 
Falkson and Schultz in 1962 noted 
that in 85 patients reeeiving systemi- 
cally administered fluorouracil, a 
more intense erythema developed 
around actinic keratoses on these 
patients, and that witnin three weeks, 
the lesions cleared. This observation 
has been followed by numerous inves- 
tigations into the use of topically 
applied fiuorouracil far pre-malignant 
and malignant skin :umors.** These 
studies confirm that .opically applied 
fluorouracil has a selective action on 
tumor tissue and supposedly no de- 
monstrable effect on surrounding skin 
except in high concentration and 
under occlusion.’ 
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Today fluorouracil is widely used in 
the treatment of actinic keratoses, 
and published results appear to jus- 
tify its use as a treatment of choice 
for these lesions. Although no large 
studies have been published, 1% fluo- 
rouracil ointment applied daily under 
occlusion has given satisfactory re- 
sults in the treatment of superficial 
basal cell carcinomas, squamous cell 
carcinomas in situ, and Bowen dis- 
ease. Occasionally leukoplakia cf the 
lips, buccal epithelium, and vulva 
have been treated successfully.' +° 

With today's widespread clinical 
use of topically given fluorouracil, this 
study was undertaken to evalua:e the 
effects of the drug on normal human 
skin with the use of the light and 
electron microscope. 


MATERIALS AND METHODS 


Five white volunteers were used to 
study the effects of a 1% fluorouracil cream 
applied daily to normal skin (lower side of 
back). Tissue was obtained with a 3 mm 
punch at one-week, two-week, four-week, 
and nine-week intervals during continuous 
daily application of the 1% fluorouracil 
cream. After nine weeks of daily appli- 
cation of the fluorouracil, therapy was 
stopped, and four and five weeks later, 
biopsy specimens of the site were obtained. 
Tissue was processed in the routine man- 
ner for study with the light microseope. 

For study with the electron microscope, 
the tissue was fixed in cold 2.5% glutaral- 
dehyde with 0.1 M cacodylate buffer at pH 
1.3 for two hours after the tissue had been 
cut into pieces less than 1 mm square. The 
tissue was then transferred into cold 1% 
osmium tetroxide for two hours. After os- 
mium postfixation, the tissue was washed 
in cold sodium maleate, pH 5.2, for one half 
hour. The tissue was then placed in uranyl 
acetate stain, pH 5.2, for two hours. The 
tissue was again washed in sodium ma- 
leate for one half hour, then in four quick 
changes of distilled water. The water was 
drained, and 70% ethyl alcohol was added 
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for 30 minutes; this was drained and 95% 
ethyl alcohol was added for 30 minutes, fol- 
lowed by four 15-minute changes of 100% 
ethyl alcohol. An equal amount of embed- 
ding medium, previously prepared, was 
added to the 100% ethyl alcohol for one- 
half hour. The mixture was drained, and 
pure embedding media was used over- 
night. Embedding capsules were labelled 
and filled with media, and the tissue was 
placed and oriented in the capsules and 
polymerized in an oven at 70 C for at least 


- eight hours. The tissue was then removed, 


and the block was trimmed, sectioned 
thinly with a microtome, placed on open- 
faced copper grids, stained with uranyl 
acetate and lead citrate, dried, and viewed 
with an electron microscope. Control tissue 
was also examined at similar time periods 
during continuous application of the cream 
base without fluorouracil. 


RESULTS 
Light Microscopy 


Specimens taken at one-week, two- 
week, four-week, six-week, and nine- 
week intervals following therapy 
were compared with normal controls 
and with specimens taken four and 
five weeks after therapy had been 
concluded. Clinical changes were 
never seen during the course of the 
study. One week after applying the 
fluorouracil, the epidermis demon- 
strated a few foci of intracellular and 
extracellular edema. At the two-week 
time interval (Fig 1), there was a 
thickening of the epidermis. Several 
sites demonstrating both intra- and 
extracellular edema were present. In- 
flammatory cells were also seen 
within the epidermis and dermis. Sev- 
eral small vessels in the superficial 
portions of the dermis were dilated. 
After four weeks, the epidermis was 
still slightly spongiotic and an irregu- 
lar acanthosis was noted. The dermis 
was normal in appearance. Six weeks 
after therapy had been instituted and 
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Fig 1.—Epidermis shows some spongiotic changes after one week of daily application 
of 1% fluorouracil cream (hematoxylin-eosin, original magnification x 350). 


Fig 2.—Nine weeks after daily application of 1% fluorouracil, intracellular and extracel- 
lular edema is noted within epidermis (hematoxylin-eosin, original magnification x 300). 





was stil in progress, the epidermis 
still demonstrated small foci of intra- 
cellular and extracellular edema. The 
dermis was essentially normal in ap- 
pearance. The nine-week specimen 
was essentially normal (Fig 2) under 
the light microscope, as were the 
specimens examined four and five 
weeks (Fig 3) after cessation of ther- 
apy. Control tissue did not demon- 
strate any abnormalities. 


Electron Microscopy 


The noticeable effect the 1% fluo- 
rouracil cream had on the skin was 
clearly demonstrable when the ul- 
trastructure of the tissue was exam- 
ined, even though tissue examined by 
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light microscopy was at times equivo- 
cal. In the tissue examined after one 
week of therapy (Fig 4), the nucleus 
and the nucleoli of the keratinocytes 
appeared normal, although there was 
a separation of the outer nuclear 
membrane from the inner one. Mem- 
brane limited, large cytoplasmic vac- 
uoles were common. Most were lo- 
cated about the nucleus. Mitochondria 
were swollen, their inner membranes 
forming abnormal formations. Both 
the endoplasmic reticulum and the 
Golgi complex were dilated. An in- 
creased amount of fluid was present 
in the cytoplasm. The extracellular 
spaces were widened, and the plasma 
membrane was thrown into folds. The 


desmosomes observed, though fewer 
in number, were normal. Many of the 
changes noted were in the lower por- 
tions of the epidermis. The mela- 
nocytes appeared norma! in number. 
Their nuclei and nucleoli were nor- 
mal. The mitochondria, the Golgi 
complex, and the endoplasmic reticu- 
lum were dilated and only a few mel- 
anosomes were present. The melano- 
cytes and Langerhans cells that were 
seen were separated by large extra- 
cellular spaces from the surrounding 
keratinocytes. The Langerhans cells 
appeared normal. The basement mem- 
brane was intact and appeared to be 
within normal limits. 

In the two-week specimen (Fig 5 
and 6), the abnormalities observed 
were similar to those described af- 
ter one week, although there were 
more damaged areas and the noted 
changes were increased. The nuclei 
and nucleoli of the keratinocytes ap- 
peared normal. There were many 
large membrane-limited cytoplasmic 
vacuoles, most of which surrounded 
the nucleus. The mitochondria were 
definitely altered, and their internal 
membranes formed bizarre patterns. 
An increased amount of fluid was lo- 
cated intracellularly and extracellu- 
larly. The endoplasmic reticulum and 
the Golgi complex were dilated. There 
appeared to be an increased number 
of keratinosomes in the stratum 
granulosum and stratum corneum. At 
times, horny cells were also swollen 
and contained distorted nuclei The 
basement membrane was unaltered. 
Melanocytes were separated from the 
keratinocytes by the widened extra- 
cellular space, and melanosome com- 
plexes were noted within the mela- 
nocytes at this time. 

The kerahyalin material in the 
stratum granulosum appeared normal 
after four weeks' (Fig 7 and 8) appli- 
cation of fluorouracil. The keratino- 
somes appeared larger than normal 
and were also found high in the epi- 
dermis, including the stratum cor- 
neum. However, much of the damage 
noted was in the lower levels cf the 
epidermis and primarily the kera- 
tinocytes were involved. Membrane- 
limited cytoplasmic vacuoles and 
mitochondria alterations were still 
seen. The endoplasmic reticulum and 
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Golgi complex were dilated, but there 
was less extracellular fluid present. 
Large melanosome eomplexes were 
present in the melanecytes, although 
the Langerhans cells were within nor- 
mal limits. 

After six weeks of therapy (Fig 9 
and 10), the keratinocytes still 
showed substantia! intracellular 
edema. The amount of extracellular 
fluid was somewhat lessened. The 
mitochondria still demonstrated ab- 
normal morphologic changes. The 
desmosomes were unaltered and the 
basement membrane continued to be 
unaffected. 

Melanecytes were normal and mel- 
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The tissue examined nine weeks af- Fig 3.—Four weeks after drug had been stopped, epidermis looks essentially normal 


ter continuous daily application of the when examined with light microscope (hematoxylin-eosin, original magnification x 300). 


Fig 4.—One week after application of 196 fluorouracil, keratinocytes examined with electron microscope showed large vacuoles within 
their cytoplasm. Latter were usually adjacent to nuclei. Intracellular edema was present. Desmosomes appeered normal (original magni- 
fication x 36,300). 
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1% fluorouracil continued to show 
changes. Increased cytoplasmic fluid 
was present within the keratinocytes. 
Cytoplasmic vacuoles and some alter- 
ations in the mitochondria were also 
present. The rest of the epidermis 
looked normal. 

Tissue was also examined from the 
treated site four and five weeks after 
cessation of therapy and at this time 
continued, to show a few foci of al- 
tered cells, although most of the tis- 
sue examined resembled the normal 
control site. 


COMMENT 


Our findings indicate that topically 
applied 1% fluorouracil produces defi- 
nite morphologic alterations in normal 
white skin. This was not always evi- 
dent with the light microscope but 
was apparent and definable when the 
tissue was examined with the elec- 
tron microscope. Changes were pres- 
ent after only one week of daily ap- 
plication of the drug. After nine 
weeks of application of the medica- 
tion, morphologic alterations were 
still present, and it was not until ap- 
proximately four or five weeks after 
the drug had been stopped that the 
skin again was essentially normal mi- 
croscopically. The absence of altera- 
tions in the controls in which only the 
vehicle was applied indicates that al- 
terations were solely caused by the 
effect of the fluorouracil. 

Nurse’ found that the application 
of fluorouracil under occlusion to nor- 
mal skin resulted in erythema only in 
areas around follicles and in areas 
where there was skin stripping sec- 
ondary to tape removal. Microscopi- 
cally, epidermal edema and vacu- 
olation of basal cells were noted. Clini- 
cal changes in the normal intact skin 
were not observed in our subjects, 
substantiating the observations of 
others.* Contact dermatitis from fluo- 
rouracil or vehicle occurs in slightly 
more than 1% of patients? but was not 
noted in any of our subjects. 

The alterations in the treated nor- 
mal skin occurred basically in the ker- 
atinocytes in the lower third of the 
epidermis. These keratinocytes con- 
tained large, membrane-limited peri- 
nuclear vacuoles. Many mitochondria 
showed changes in their internal 
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Fig 5.—Substantial intra- and extracellular edema was seen following two weeks of 
daily application of 1% fluorouracil (original magnification x 7,600). 


Fig 6.—Abnormal cytoplasmic membrane configurations and vacuoles were also 
noted in two-week tissue (original magnification x 44,000). 
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structure as well as degeneration. 
The endoplasmic reticulum and Golgi 
complexes were diated. Changes 
were not noted in the nucleus or nu- 
cleoli. Nucleolar changes and a dilated 
endoplasmic reticulam have been 
noted in keratinocytes in lesions of 
mycosis fungoides and actinic kera- 
tosis earty in the course of fluoroura- 
cil treatment.” An increased amount 
of intercellular space was present, 
probably the result of extracellular 
fluid accumulation. Desmosomes were 
fewer in number but normal in struc- 
ture. 

The melanocytes showed cytoplas- 
mic changes consisting of cytoplasmic 
vacuoles, mitochondrial damage, and 
dilatation of the endoplasmic reticu- 
lum and Golgi complex. An increased 
number of melancsome complexes 
were present within the melanocytes, 
probably the result of the increased 
extracellular space separating the 
melanocytes from tne keratinocytes 
and disrupting the rormal passage of 
melanosomes. Chanzes noted in the 
upper epidermis mcluded an in- 
creased number o? keratinosomes 
within and without the cells and an 
increased size of the keratinosomes. 

The greater degree of cellular al- 
teration in the lower epidermis may 
at least be partially explained by the 
effect of fluorouradl on the mitot- 
ically active basal eells. It has been 
shown that after a single topical ap- 
plication of 1% fluorouracil to normal 
skin without occlusion, thymidylate 
synthetase activity may be partially 
inhibited for two haurs, and it is pos- 
tulated that this ef'ect primarily in- 
volves the S period of the cell's life 
eycle during which thymidylate syn- 
thetase is necessary for DNA syn- 
thesis." The degree of inhibition is 
related to the degmee of drug pene- 
tration and possibly cell susceptibil- 
ity, both of which are probably in- 
creased in diseased skin. The effects 
of fluorouracil on DNA and RNA are 
therefore at least partially related to 
the concentration maching the cells. 
The 1% fluorouracil formulations used 
in this study on normal skin, in which 
the permeability barrier is presum- 
ably of optimal strength, may permit 
only small concentrations of the drug 
to effectively reach zhe cells and exert 
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Fig 7.—Tissue treated four weeks demonstrated cellular edema. Separation of outer 


from inner nuclear membrane is visible (original magnification x 34,500). 


Fig 8.—Mitochondrial changes were often seen with electron microscope in treated 
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skin (four weeks of daily application of 196 fluorouracil) (original magnification x 67,500). 


A» 


"D 


1305 


antimetabolic effects of z degree that 
can only be appreciated microscopi- 
cally. However, these concentrations 
are able to produce definite cellular 
alterations, especially at the ultra- 
structural level. These alterations 
persist during therapy and for about 
one month after the last exposure to 
the drug. Mitochondrial alterations 
may perhaps be related more specifi- 
cally to effects on the mitochondrial 
DNA. 

The basement membrane was in- 
tact throughout the study. An in- 
flammatory infiltrate was noted espe- 
cially at the two-week time period. A 
mild capillary dilatation was also 
noted at this time, and the epidermis 
appeared thickened but subsequent- 
ly returned to its normal thickness. 
The temporary increase in epidermal 
thickness is difficult to explain on the 
basis of increased mitotic activity but 


may possibly be related to the dermal 

Fig 9.—Tissues treated daily for six weeks showed foci of keratinocytes with notable reaction or to a decreased turnover 
intracellular fluid accumulations as well as membrane-limited cytoplasmic vacuoles 
(original magnification x 20,900). 





time. 
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Milker’s Nodules 


Pathogenesis, Tissue Culture, Electron Microscopy, and Calf Inoculation 


Ullin W. Leavell, Jr., MD, Irving A. Phillips 


e We report the occurrence of milker's 
nodules in nine patients. In man, the 
disease goes through maculopapular, 
target, acute weepinc, nodular, papillo- 
matous, and regressive stages. Papular 
and papillomatous stages were noted 
followine vaccination »f a calf with mate- 
rial prepared from a haman lesion. A viral 
agent was isolated im cultures of bovine 
kidney cells and human skin fibroblast 
cells. Cytoplasmic imclusions were fre- 
quently seen in the infected bovine kidney 
cells. Electron microscopy revealed viro- 
plasm, partially encapsulated viroplasm, 
encapsulated viroplasm, and oval parti- 
cles with spires arourd the outside. 

(Arch Dermatol 111 1307-1311, 1975) 


MEZ nodules is a contagious 
viral disease that is endemic 
among cows. It is foand mainly on the 
teats and is acquired by humans who 
are in close contact with the animals. 
The lesions may adcitionally be found 
on the trunk, legs, and mouth of the 
cow. In humans, tae condition con- 
sists of nodular lessons on the hands 
that usually heal in about six to eight 
weeks, without scarring. 

This condition was first described 
in the American literature by Becker, 
in 1940.1 Wheeler and Cawley de- 


scribed the lesions as erythematous 
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papules that develop into papulove- 
sieular lesions and nodules that fi- 
nally resolve without leaving a scar.’ 
The histopathologic findings are not 
diagnostie. There are parakeratosis, 
acanthosis, balloon cells, balloon 
degeneration, vesiculation, and a pro- 
nounced inflammatory infiltrate. 
Large numbers of eosinophilic inclu- 
sion bodies may be found in the cyto- 
plasm of vacuolated epidermal cells. 

Sutton reported that the condition 
may be spread from man to man.’ 
Sonek and Penttinen successfully 
transmitted a patient's lesion to one 
of them, and then transferred that le- 
sion to the other.* Evins and Leavell 
described intranuclear inclusions in a 
case of milker's nodules.* 

The virus was isolated in a primary 
bovine fetal kidney, a diploid bovine 
conjunctiva, and in human embryonic 
fibroblasts by Friedman-Kein et al. 
They were able to carry the virus for 
15 consecutive passages in each of the 
bovine cultures, with rapid develop- 
ment of cytopathologic features in all 
passages. They also studied the virus 
by electron mieroscopy, which showed 
that it differed from vaccinia and 
cowpox viruses. Moscovici et al, con- 
firmed the findings of Friedman- 
Kein, and results of their electron mi- 
croscopical studies revealed that the 
virus was oval, with a central core 
and an outer coat.’ In some instances, 
the membrane appeared to have rup- 
tured, with a spilling out of the par- 
ticles into the cytoplasm. The par- 


ticles measured 150 by 290 mp and 
contained DNA. 

Nagington pointed out that by elec- 
tron microscopy, a diagnosis of orf or 
milker’s nodules could be made in a 
few hours by studying the crusts of 
the nodules, whereas confirmation by 
tissue culture takes much longer‘; 
Davis and Musil subsequently con- 
firmed these findings. Nagington et 
al also pointed out the similarities in 
tissue culture between orf virus and 
milker’s nodule virus, and stated that 
the similarity is so close as to make 
separation difficult.’ 


PATIENTS AND METHODS 
Pathogenesis of Human Lesions 


Nine patients with milker’s nodules were 
studied as to age, sex, occupation, duration 
of disease, method of exposure, and loca- 
tion of the lesions (Table 1). Photographs 
were taken of each lesion. All but two of 
the lesions were removed by superficial 
shave biopsy and cautery of the base. The 
duration of the disease was correlated with 
the clinical and pathologic findings. The 
two lesions that were not excised were 
watched until they regressed. Photographs 
were taken weekly. 

One excised lesion was divided into three 
pieces. One third was diced into 1-sq mm 
pieces for study by electron microscopy. 
Another third was put into Eagle min- 
imum essential medium (MEM) solution 
for culture studies, and part of it was used 
for calf vaccination. One third of the tissue 
was studied pathologically. 


Tissue Culture and 
Calf Vaccination 


A 10% W/V suspension of tissue was col- 
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lected from nodules on the patients’ fin- 
gers and hands. Tissue biopsy specimens 
from vaccinated calves and from teats of 
one of the patients’ cows were prepared in 
medium 199, supplemented with 0.5% bo- 
vine serum albumin, penicillin (200 units 
per ml), streptomycin (200 mg per ml), and 
nystatin (50 units per ml). All tissue was 
finely ground in a cold tissue grinder and 
was centrifuged at 1,000 g for 15 minutes; 
the supernatant was removed and used for 
inoculation of tissue culture and young 
calves. 


Tissue Culture Inoculation 


Tissue cultures used were human skin fi- 
broblast cells between the third and sixth 
passage, and bovine kidney cells (exact 
passage history unknown). Both the hu- 
man fibroblast and bovine kidney cells 
were propagated in Eagle MEM that was 
supplemented with 10% heat-inactivated 
(56 C for 30 minutes) newborn calf serum. 
Eagle MEM with 2% y-globulin-free calf 
serum was used as maintenance medium 
for the tissue cultures. Duplicate 25 sq em 
plastic flasks of both cell types were used 
for inoculation of each tissue suspension 
that was tested for virus. Immediately 
prior to inoculation, the cell sheets were 
washed three times with Hank basal salt 
solution (BSS) and inoculated with 0.2 ml 
of the appropriate tissue suspension. The 
inoculated cultures were incubated at 37 C 
for two hours to allow for absorption. Fol- 
lowing the incubation, the inoculum was 
removed, the cell sheets were washed once 
with Hank BSS, and fresh maintenance 
medium was added. Cultures were then in- 
cubated at 37 C for a period of 14 days, or 
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injured by cow's tooth 


Table 1.—History and Location of Lesions in Nine Patients With Milker's Nodules 


Case/Sex/ 
Age, yr Duration, days Exposure to Cows Location 
1/M/35 17 Milks 12 cows daily; 6 Web between 3rd & 
have diseased teats 4th fingers 
2/M/68 14 Milks 2 cows daily Right 4th knuckle 
3/M/38 5 Milks 1 cow daily 5 lesions; right 
hand & right arm 
4/M/44 30 Milks 1 cow daily Left index finger 
5/M/39 21 Milks 5 cows daily: 1 2 lesions; 1 on each 
cow has ulcer on teat index finger 
6/F/43 18 Milks 9 cows daily Right palm 
7/M/57 3 Milks 1 cow daily Web between thumb 
& index finger 
8/M/40 10 Milks 13 cows daily Right thumb & 
9 index finger 
9/M/51 30 Milks 35 cows daily; was Left thumb 








Calf 1 





until complete degeneration of the cell 
sheet occurred. 


Calf Inoculation 


Two 1-month-old calves were selected 
for vaccination with tissue suspension 
from the patient, cells and fluid from the 
first passage of human skin tissue cultures, 
and tissue suspension from the patient's 
cow. The hair on the backs of both calves 
were clipped as close to the skin as pos- 
sible, washed thoroughly with soap and 
water, and allowed to dry. Tissue culture 





Table 2.—Pathologic Findings of Calf Vaccination 


a P Ua € d 


Left Side, Right Side, 
Left Side, Right Side, Tissue Culture Tissue Culture 
Date Cow Tissue Patient Tissue Control From Patient 
3/3 Vaccination Vaccination Vaccination Vaccination 
3/6 Crust Inclusion, Crust Crust 
balloon cells 
3/9 Lymphocytic Inclusions, Crust Crust 
dermal balloon cells 
infiltrate 
3/12 No pathologic Polymorphonuclear Skin clear Balloon cells, 
findings and histiocytic inclusions 
dermal finger-like 
infiltrate epiderma, 
downward growth 
3/15 No pathologic Histiocytic Skin clear Balloon cells 
findings dermal 
infiltrate 
3/20 No pathologic Papillomatosis Skin clear Balloon cells, 
findings papillomatosis 
3/23 Skin clear No lesion Skin clear Skin clear 
3/27 Skin clear Papillomatosis Skin clear Skin clear 
4/3 Skin clear Skin clear Skin clear Skin clear 
4/12 Skin clear Skin clear Skin clear Skin clear 
4/26 Skin clear Skin clear Skin clear Skin clear 





Treatment Result 
Biopsy & Healed in 
excision 1 mo 
Biopsy, exci- Healed in 
sion & cautery 6 weeks 
Biopsy 2 untreated 
lesions healed 
in 7 weeks; 
3 healed 
in 4 weeks 
Biopsy, Healed in 
excision 5 weeks 
Biopsy Healed in 
4 weeks 
Biopsy Healed in 
5 weeks 
Biopsy Healed in 
1 mo 
Biopsy Healed in 
1 mo 
Biopsy Healed in 
6 weeks 






Calf 2 





























fluids for the calf vaccination were pre- 
pared by removing the remaining attached 
cells from the surface of the plastic Jasks 
with a glass policeman and pooling the two 
infected cultures from each tissue suspen- 
sion. Two uninoculated flasks were treated 
in the same manner and were used as con- 
trol fluids. Each pool was subjected to sonic 
disruption for 30 seconds and was used for 
calf vaccination without further treat- 
ment. 

Twelve vaccination sites were made on 
each side of the calves' backs by placing 
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Fig 1.—Vacuolization of epidermal cells, saw-tooth acanthosis, and infiltrate in dermis 
of lymphocytes in papular stage (original magnification x 110). 
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0.05 ml øf the material being tested onto 
the skin, and applying 30 pressure punc- 
tures through each drop of the inoculum 
with a bifurcated needle. Photographs 
were taken and biopsy-specimens were ob- 
tained from each calf at three-day inter- 
vals for a period of 21 days (calf 2) to 51 
days (cal? 1). Minced tissue from a biopsy 
specimen of a patient lesion was prepared 
for electron microscopy. 


RESULTS 
All bat one of the nine patients 
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Fig 3.—Loss of structure of epidermis (original magnification x 100). 


were men, and every one was a farm- 
er who milked from 1 to 35 cows daily. 
The lesions were located on the fin- 
gers, hands, or forearms, and healed 
within four to six weeks after shave 
biopsy and cautery. The two un- 
treated lesions that were photo- 
graphed weekly went through six 
stages, and healed without scars in 
seven weeks. None of the patients 
had lymphadenopathy or fever. 
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Fig 2.—Nocule on finger with weeping 
surface. 


Pathogenesis in Humans 


Observations of our patients re- 
vealed six distinctive clinical and mi- 
croscopical stages, as fellows. 

l. Maculopapular stages, three to 
seven days. In every patient, the le- 
sions started with red areas that lat- 
er became elevated. Microscopically, 
there is vacuolization of cells in the 
upper one third of the epidermis (Fig 
1). Intracytoplasmic and intranuclear 
inclusions are seen in the vacuolated 
epidermal cells. 

2. Target stage, 7 to 14 days. The 
lesion has a red center, white ring, 
and red halo. The white ring consists 
of vacuolated epidermal cells with in- 
clusions, and red center pyknotic cells 
destroyed by the virus. 

3. Acute weeping stage, 14 to 21 
days. The surface of the lesion is now 
weeping, and, microscopically, there 
is destruction of the epidermis (Fig 
2). A massive infiltrate is present in 
the dermis and is composed of lym- 
phocytes and histiocytes (Fig 3). 

4. Nodular stage, 21 to 28 days. 
There is a hard, nontender nodule 
(Fig 4). The predominant microscopic 
features are acanthosis and finger- 
like downward projections of the epi- 
dermis into the dermis (Fig 5). A mild 
inflammatory infiltrate of lympho- 
cytes and histiocytes is present. 

5. Papillomatous stage, 28 to 35 
days. There are elevated nodules, the 
surfaces of which are covered with 
small papillomas. Microscopically, pap- 
illomas composed of increased num- 
bers of epidermal cells may be seen. 

6. Regressive stage, 35 days to 
cure. The lesions turn dark, the epi- 
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Fig 4.—Nodule on web between thumb 
and index finger. 
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dermal hyperplasia disappears, and 
the infiltrate is composed of macro- 
phages, lymphocytes, and histiocytes. 

The lesions heal without scarring, 
but infection of hair follicles by the 
virus may occur. The virus follows the 
epidermal cells down to the base of 
the follicle. 


Tissue Culture 


ai j 
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An agent that produced cytopathic 
effect (CPE) in cultures of human 
skin fibroblast cells and bovine kidney | ' 
cells was isolated from the patient Fig 5.—Finger-like downward projections of epidermis in nodular stage (original mag- 
biopsy specimen, the biopsy specimen fication x 100). 
from the patient's cow, and from a 
biopsy specimen of one of the vacci- 





nation sites on the right side of calf 1 Fig 6.—Viroplasm, partially encapsulated viroplasm, and oval particles with spires 
(vaccinated with the original patient ^ around periphery (original magnification x 133,000). 

tissue suspension) that was taken on : | , "4 w^ 
the 17th day after vaccination. .0 sy | " * 


On initial inoculation with the tis- 
sue suspensions, cellular destruction i à 
in the human skin cultures was com- l F 
plete within six days. However, this | 3 ^ 
cytopathic effect was diminished with ™ 
each subsequent passage. At the third 
passage level, no evidence of infec- 
tion was noted in any of the inocu- 
lated cultures. The agent continued to 
propagate well in the bovine kidney 
cells. The cytopathic findings in these 
cultures included areas of enlarged, 
piled-up cells containing cytoplasmic 
inclusions. 


n 





Serologic Findings 


Serum collected from a patient in 
the acute phase of disease, from the  . (wa 
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same patient 11 months later, and 
from calf 1, colleced 51 days after 
vaccination, failed to neutralize 100 
tissue culture infe-tive doses of the 
viral agent isolatec from the patient 
tissue suspension when tested in bo- 
vine kidney culture. 

Vaccination of tae calves with pa- 
tient tissue and tissue culture from 
the patient revealed pathologic 
changes typical of a virus (Table 2). 
No pathologic chamges were seen in 
the sites that wer» vaccinated with 
cow tissue or the issue culture con- 
trol. 

Electron microscopy revealed nu- 
merous viral partrzles in epidermal 
cells. Immature viral particles with 
partially encapsulated viroplasm are 
seen. Encapsulated viroplasm are al- 
so seen. Mature oval particles with 
spires around the »utside are noted 


(Fig 6). 
COMNENT 


Six clear-cut clinzal and pathologic 
stages are seen in cases of milker’s 
nodules. Two lesions that were not 
excised went throuzh the six clinical 
stages. It is not knewn if all patients 
would respond in a similar fashion. It 
is probable that many lesions would 
heal sconer than expected since the 
immunity of some individuals is high- 
er than others. It is not known if the 
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disease in cattle goes through the six 
stages. In our calf experiment, we 
could not demonstrate the different 
stages since the hair on the back grew 
rapidly and obscured the appearance. 

Milker's nodules and orf are alike 
in many respects. Leavell et al re- 
ported that orf passes through six 
stages, as does milker's nodules.'' The 
viruses that are seen by electron mi- 
croscopy in tissue of patients with 
both diseases are similar, and produce 
similar changes on tissue culture. Pa- 
tients with milker's nodules, however, 
have a history of contact with cows, 
while those with orf have a history of 
contact with sheep. Careful immuno- 
logic studies would help in establish- 
ing that the virus is the same in both 
conditions. 

On microscopic examination, both 
the CPE and cytoplasmic inclusions 
seen in unstained and stained cover 
slip preparations of bovine kidney 
cells infected with this viral agent, 
were very similar to that produced by 
live orf vaccine in this cell line. 
Viruses that were isolated from this 
case grew well in the bovine kidney 
cells, but could not be serially passed 
in our cultures of human fibroblast 
cells. Successful attempts to reisolate 
the virus in bovine kidney cells were 
made from tissue that had been 
stored at 90 C for several months. 
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It is not clearly understood why 
sera from the patient and from the 
infected calf failed to neutralize the 
patient's virus. Additional serological 
studies are planned. 


The live orf vaccine was supplied by N. B. 
Caselberry, PhD, of Cutter Laboratories, Ine. 
Mrs. Merle Weckstein and Mrs. Miranda Broyles 
prepared the tissue for electron microscopy. 
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Bacterial Skin Infections in Preschool 


and School Children in Coastal Tanzania 


Aaron E. J. Masawe, MD, MMed, MSc; Herbert Nsanzumuhire, MD, MMed; Frederick Mhalu, MD 


€ in coastal Tanzania, 1,855 preschool 
and school children were studied for pyo- 
derma (superficial bacterial infections of 
the skin exclusive of secondarily infected 
scabies) and for scabies. The pre- 
disposing personal, socioeconomic, and 
hygienic variables for both conditions 
were studied also. Pyoderma lesions and 
some secondarily infected scabies were 
cultured aerobically for bacterial isolates 
and the predisposing factors were deter- 
mined by interviews, home visits, and 
physical examinations. Pyoderma was 
present in 6.9% and scabies in 16.6% of 
the children; both combined totalled 
23.5% of the children. Both conditions 
were more common in rural than in urban 
environments, but scabies was most com- 
mon in populations with poor socioeco- 
nomic and hygienic conditions. The pre- 
disposing factors included trauma, insect 
bites, hot and damp coastal weather, and 
poor socioeconomic and hygienic condi- 
tions. 

(Arch Dermatol 111:1312-1316, 1975) 


he knowledge of bacterial skin in- 
fections has greatly increased in 

the past few years. In the tropies, 
group A Streptococcus pyogenes has 
been shown to be a common cause of 
skin infections and some strains have 
been found to give rise to acute glo- 
merulonephritis.'° Corynebacterium 
diphtheriae has been associated with 
deep and disabling skin ulcers,® and 
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about 5% of the patients have been 
shown to develop acute myocarditis, 
peripheral neuritis, or both. The 
principal predisposing factors have 
been overcrowding, warm climate, 
low socioeconomic conditions, and 
poor hygiene.‘ 

In Tanzania and the rest of East 
Africa, bacterial infections of the 
skin (pyoderma) have been studied 
previously and the principal causative 
organisms are believed to be Staphy- 
lococcus aureus, Str pyogenes, and C 
diphtheriae.*'* The predisposing fac- 
tors and the prevalence have, how- 
ever, not been evaluated adequately. 

We studied pyoderma (superficial 
bacterial infections of the skin exclu- 
sive of secondarily infected scabies) 
and scabies in preschool children in 
different ecological and socioeconomic 
environments in coastal Tanzania 
and attempted to delineate the preva- 
lence and the predisposing factors. 


MATERIALS AND METHODS 


Two ecological environments along the 
coast, the city of Dar es Salaam (urban) 
and five Ujamaa villages in Rufiji District 
(rural), were selected for the study. The 
city is the principal port and the largest 
commercial center in Tanzania. It has a 
population of about 370,000, and the cli- 
mate is hot and humid throughout the 
year. The mean daily temperature is about 
26 + 8 C and the relative humidity is about 
75% to 100%. The average annual rainfall is 
about 1,100 mm." 

The five Ujamaa villages | include 
Nkongo, Kilimani, Ngorongo, Ndundu-nyi- 
kanza, and Kipomashariki. All are located 
about 150 km southwest of Dar es Salaam 
and have a total population of about 10,060. 
The climate here is also hot and humid, and 
the average rainfall is about 1,140 mm 
yearly. The terrain around the villages is 


bushy scrubland with tropical fauna. The 
villagers are peasant farmers, and their 
chief crops are rice and cassava. The 
houses are small but fair, and the water 
supply is clean and piped. 


The Survey 


In the urban environment, 794 infants 
attending vaccination clinics in five ciffer- 
ent sections of the city, 305 children at- 
tending nursery schools in different parts 
of the city, and 120 children attending a 
secondary school in the center of the city 
were screened. The choice o? the clinics 
and the schools was strictly random. In the 
Ujamaa villages, 483 preschocl children in 
all five villages and 153 primary-school 
children in two villages were screenec. The 
details of the survey are reported else- 
where.'* In both environments, the survey 
was carried out during the months of May 
and June. 


Bacteriological Studies 


A total body examination was carried 
out on all the children, and the skin abnor- 
malities were recorded on a body diagram 
sheet. The pyoderma and some scabies le- 
sions with evidence of infections were cul- 
tured. The scab or surface debris was first 
removed from the lesion and the base was 
sampled with a cotton swab. The swabs 
were then placed in Stuart transport me- 
dia and transported to the laboratory in a 
vacuum flask containing ice cubes. In the 
laboratory, the swabs were plated on 596 
blood agar for pyogenic organisms and on 
tellurite agar for C diphtheriae. The plat- 
ing was carried out either on the same day 
of collection or within a maximum period 
of three days. Any specimen not cultured 
in three days was discarded. 

The blood agar plates were then incu- 
bated aerobically for 18 to 24 hours at 37 C, 
and the negative plates were reincubated 
for another 24 hours before discarding. 
The tellurite plates were incubated Zor 48 
hours before reading. Staphylococcus 


Bacterial Skin Infections—Masawe et al 


aureus was identified by colonial morphol- 
ogy, Gram stain, and tube coagulase posi- 
tivity. Group A streptococci were identi- 
fied by cdlonial morphology, hemolysis on 
blood agar, Gram stain, and bacitracin 
sensitivity, although this is thought to give 
false-negative results in a few cases." 
Corynebacterium diphtheriae organisms 
were identified by morphological charac- 
teristics on tellurite and blood agar, Gram 
stain from Loeffler slopes, and sugar fer- 
mentation reactions. Gram-negative bacilli 
were identified by coionial morphology, 
Gram stain, and sugar *ermentation tests. 


Predisposing Factors 


The causative variables for both pyo- 
derma and scabies were assessed by eval- 
uating the following: (D the socioeconomic 


























Table 1.—Order of Point Scores for 
Socioeconomic, Hygienic and 
Personal Habits 






Point 
Variables Scores 
Income of the family 


(in Tamzania schillings) 









High (more than 1,@00/mo) 5 

Intermediate (350 to 1,000/mo) 3 

Low-(less than 350; mo) 1 
Housing 

Good 5 

Fair 3 

Poor 1 
Disposal of excreta 

Water-borne 5 

Pit latrines 3 

Bush/no latrines 1 
Water supply 

Tap (inside the house) 5 

Tap (outdoors) 3 

River/ well 1 
Nutritional status 

Good 5 

Fair 3 

Poor 1 
Cleanliness (body and clothes) 

Clean 


Dirty 










Sex 
Area of Environ- Ratio 
Study ment* (M:F) 
Child health clinic U 6:5 
Nursery schools U 11:10 
Secondary schools U ALL(F) 
Ujamaa villages R i 
Total 1:1 





* U is urban and R is rural. 
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status of the family—monthly income, the 
standard of housing, the disposal of ex- 
creta, and the source as well as the amount 
of water available per day; (2) the animal 
and insect populations in the home and 
school environments-indoors and out- 
doors; (3) the nutritional status of the fam- 
ily, particularly of the children; and (4) the 
personal habits of the children—body 
cleanliness, cleanliness of clothes, fre- 
quency of sweating, frequency of insect 
bites, and evidence of trauma. 

The information was obtained by inter- 
viewing the children, their mothers, at- 
tendants, or teachers during the survey, by 
visiting their homes and living quarters, 
and by carefully inspecting them and their 
clothing. The information was then 
recorded in a standard data sheet and 
scored as outlined in Table 1. The higher 
the score was the better the socioeconomic 
and hygienie conditions were. The houses 
were graded as follows: (1) good, if they 
were modern, built of bricks, had closed 
drainage system and were kept clean both 
indoors and outdoors; (2) fair, if they were 
built of bricks but not necessarily modern, 
had closed pit latrines, open drainage sys- 
tem, and were not adequately clean; or (3) 
poor, if they were built of wattle and mud 
and thatched with grass, had open pit la- 
trines or no latrines at all, had no drainage 
system, and were not clean. 


RESULTS 


There were 1,855 children surveyed. 
Their age and sex distributions are 
shown in Table 2. The age ranged 
from 3 months to 19 years but a ma- 
jority of the children were younger 
than 10 years. The overall sex ratio 
was equal. 

For the purposes of this study, the 
lesions were categorized into two 
main groups: those caused primarily 
by sarcoptes scabiei mites (scabies) 
and those caused by insults other 
than scabies (pyoderma). 








Table 2.—Distribution of Children in Different Population Groups According tc 
Sex, Age, and Prevalence of Pyoderma and Scabies 


Age, yr 
Total = 2-5 6-10 11-15 
794 794 ee A 
305 i 161 144 Ms 
120 qe at a 108 
636 85 300 157 77 
1,855 461 301 185 





a 

Pyo- Pyoderma 

16-20 derma Scabies and Scabies 
3.9 12.9 16.8 
P 72 0.7 7.9 
12 6.7 3.3 10.0 
17 9.4 31.6 41.0 
29 6.9 16.6 23.5 


Scabies was present in 16.6% and 
pyoderma in 6.9% of the children. The 
rate of pyoderma was lowest (3.9%) in 
the younger than l-year age group 
attending vaccination clinics and 
highest (9.4%) in the children from 
the Ujamaa villages. Scabies was 
diagnosed as reported in a previous 
report’; it was lowest in the nursery 
school children (0.7%) and highest in 
the Ujamaa village children (31.6%). 
The differences between the two 
extremes are highly significant 
(P < .001) in both. 


Bacterial Isolates 


The organisms isolated from both 
pyoderma and scabies were the same 
and included primarily S aureus, 
group A Str pyogenes, and C diph- 
theriae. The details are given in Ta- 
bles 3 and 4 Staphylococcus aureus 
was more common in the urban popu- 
lations than in the rural populations. 
Conversely, C diphtheriae was more 
common in the rural populations than 
urban populations. In a majority of 
children, the lesions had mixed orga- 
nisms. Pure S awreus was isolated 
from 22.5% of the lesions, pure Str 
pyogenes from 12.6%, and pure C 
diphtheriae from 5.3%. Staphylococcus 
aureus and C diphtheriae were more 
commonly associated than Str pyo- 
genes and C diphtheriae. Gram-nega- 
tive bacilli including Proteus sp, Kleb- 
siella pneumoniae, and Escherichia 
coli were isolated only from the urban 
populations. 


Body Distribution of Pyoderma 
and the Predisposing Factors 


Table 5 shews the sites of the body 
commonly affected by pyoderma. A 
majority of the lesions in children 


Prevalence, % 
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older than 2 years were echthyma and 
infected wounds, and these were 
mainly on the lower limbs followed by 
the upper limbs. The lesions in chil- 
dren less than 2 years of age were 
equally distributed throughout the 
body. The children with lower limb in- 
volvement were mainly boys. Trauma 
and insect bites were the commonest 
precipitating factors. 

The principal lesions in the children 
younger than 2 years of age were bul- 
lous impetigo (72%) and follicular im- 
petigo of the scalp (28%). The pre- 
disposing factors were frequent 


insect bites and miliaria secondary to 
damp and hot coastal weather. The 
commonest associated insects in the 
urban environment were mosquitoes, 
bedbugs, 


cockroaches, and small 





Table 3.—Order of Bacterial Isolates" 


wound-feeding Diptera, probably 
Trigonosoma decorum (flies). In the 
rural environment, the associated in- 
sects were mosquitoes, bedbugs, fleas, 
cockroaches, flies, and tsetse flies 
(Glossina sp). 

Only a limited but randomly se- 
lected number of children and fam- 
ilies were screened for the socioeco- 
nomic and hygienic factors. The mean 
point score for each criterion in each 
group is shown in Table 6. It can be 
seen that the Ujamaa villages had the 
lowest scores. In the urban popu- 
lations, the children attending the 
nursery schools had the highest 
scores. These were children from 
well-to-do families—senior govern- 
ment executives, ministers, ambassa- 
dors, and businessmen. The children 





Urban 





























Rural 
Child Health Nursery Secondary Ujamaa 
Clinic, 96 School, % School,% Villages, ?o Total, % 

Organisms (n — 50) (n — 28) (n — 5) (n — 68) (n — 151) 
S aureus 40 (80) 18 (64.3) 4 (80) 36 (52.9) 98 (64.9) 
Group A 

Str pyogenes 21 (42) 16 (57.1) 3 (60) 32 (47.1) 72 (47.7) 

C diphtheriae 15 (30) 5 (17.9) 1 (20) 31 (45.8) 52 (35.1) 
Gram-negative 

rods 2 (4) 1 (3.6) 3 (2.0) 
Sterile 

nonpathogens 

only 1 (2) 5 (17.9) 10 (14.7) 16 (10.6) 











* n is number of children sampled. 









Table 4.—Details of the Bacterial Isolates* 


————————————————————— 


Urban 










Child Rural 
Health Nursery Secondary Ujamaa 
Clinic School School Villages Total, 96 
Isolates (n=50) (n—28)  (n—5) (n— 68) (n= 151) 
Pure S aureus 18 6 2 8 34 (22.5) 



































Sterile/nonpathogens only 


* n is number of children sampled. 
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S aureus 4- 

B-hemolytic Streptococcus 9 8 1 9 27 (17.9) 
S aureus 4- 

B-hemolytic 

Streptococcus + 

C diphtheriae 5 4 1 a 19 (12.6) 
Pure 8-hemolytic 

Streptococcus 5 3 1 10 19 (12.6) 
B-hemolytic Streptococcus 

+ C diphtheriae 2 1 0 4 7 (4.6) 
Pure C diphtheriae 0 0 0 8 8 (5.3) 
C diphtheriae + 

S aureus 8 0 0 10 18 (11.9) 
Gram-negative bacilli 2 1 0 oa 3 (2.0) 









16 (10.6) 





attending the child-health clinics, on 
the other hand, were cosmopclitan 
and came from all levels of soeiety. 
However, children from the low-in- 
come families predominated. 


Prevalence Rates and 
Socioeconomic 
and Hygienic Variables 


The Figure shows the prevalence of 
scabies and pyoderma in relation to 
socioeconomic and hygienic faetors. 
The socioeconomic and hygienic stan- 
dards did not appreciably influence 
the prevalence of pyoderma but the 
prevalence of scabies was highest 
where the socioeconomic and hygienic 
conditions were poor and lowest 
where they were excellent. If both 
conditions are considered together, 
the overall prevalence also decreases 
with improving hygienic and socio- 
economic factors. 


COMMENT 


For the purposes of this study, we 
have defined pyoderma as superficial 
bacterial infections of the skin exclu- 
sive of secondarily infected scabies. 
This is at variance with many other 
investigators who consider second- 
arily infected scabies under pyo- 
derma. We have considered the two 
conditions separately because we 
wanted to define their prevalence 
rates and their predisposing factors 
in the community. We also wanted to 
test a clinical observation that we 
have made in our practice in Dar es 
Salaam—excluding scabies, the fre- 
quency of pyoderma among children 
of affluent families with good hy- 
gienie standards is similar to that of 
children from less affluent families. 

Both conditions were highly preva- 
lent in the community, and the preva- 
lence rates of 16.6% for scabies, 6.9% 
for pyoderma (excluding scabies), and 
23.5% for both conditions combined 
compare well with those reported 
from other parts of the world. In 
western Samoa, Marples and Bacon" 
studied 765 subjects and reported 
pyoderma in more than 32%. More re- 
cently, Taplin et al* screened 1,269 
children and 199 soldiers in Colombia 
and found pyoderma in 12.9%—26.8% 
at the coast, 12.2% at an intermediate 
temperate zone, and 5.2% at cool high 
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altitudes. Unfortunately, neither of 
these studies estimated the preva- 
lence of scabies in the community. 
The  predisposing factors for 
scabies have been discussed in our 







Upper Lower Whole 
Group Head Trunk Limbs Limbs Body Totel 
Child health«c!inic* 10 8 3 8 3 38 
Nursery schoo! 2 20 ora 22 
Secondary school "T 1 4 3 8 
Ujamaa villages 5 2 8 37 8* 60 
Total, % 15(11.7 11(8.6) 22(17.2) 68(53.1) 11 (8.6) 127 (100) 








* All were younger than 2 years of age. 













Child Health 
Clinic 
Variables (n = 80) 
Family income 3.0 
Standard of housing 3.3 
Disposal of excreta 3.3 
Water supply 3.2 
Nutritional status 3.3 
Body eleanliness 2.2 
Cleanliness of clothes 2.3 
Total 20.6 
(Average) (2.9) 





Arch Dermato!—Vol 111, Oct 1975 





Table 5.—Regional Distribution of Pyoderma on the Body 


Table 6.—Average Point Score for Socioeconomic and Hygienic Factors 


eS 


Ta thet tae dC os 


previous report”; it is sufficient to say 
that overcrowding, poor hygiene, and 
low socioeconomic conditions were the 
main factors in coastal Tanzania. The 
chief predisposing factors for pyo- 
derma were trauma, insect bites, and 
hot humid coastal environment. 
Trauma was particularly prominent 
among the ambulatory children older 
than 2 years of age and occurred 
while playing, walking to school 
through bushy paths, or cultivating. 
In line with these findings, the lesions 
were mainly on the exposed parts of 
the body. 

Insect bites and the effects of hot 
coastal environment were most prom- 
inent among children of less than 2 
years, and here two categories were 
apparent. The first was composed of 
children of immigrants from temper- 
ate countries or from cool alpine up- 
country stations who were heavily 
dressed with synthetic nylon or wool- 
en clothes and who developed miliaria 
that in turn became secondarily in- 
fected. A majority of this group were 
from well-to-do families and lived in 
hygienic environments. The second 
category included children from the 
indigenous coastal tribesmen. These 
were often naked or only lightly 


















Urban 
Rural 
Nursery Secondary Ujamaa 
School School Villaces 
(n — 60) (n — 20) (n — 70) 
5.0 3.8 1.1 
5.0 4.8 1.3 
5.0 4.0 2.8 
5.0 4.2 2.4 
4.9 4.5 2.4 
3.0 3.0 1.1 
3.0 3.0 1.1 
30.9 26.3 12.2 
(4.4) (3.9) (1.7) 
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dressed, and were not adequately pro- 
tected from insect bites. The com- 
monest insects encountered were mos- 
quitoes, bedbugs, cockroaches, fleas, 
flies, and tsetse flies (Glossina sp). 
The tsetse flies were only encoun- 
tered in the rural areas. It is note- 
worthy that a causal relationship was 
not established between these insects 
and pyoderma, but all were biting or 
blood-sucking insects. It is our belief 
that, during the course of feeding, the 
insects damage the skin and either 
physically inject pathogens into the 
wound or give way to secondary bac- 
terial invasion. 

The influence of socioeconomic and 
hygienic standards on the pattern of 
the infections was interesting. Using 
the point-score method, we found 
that, whereas the prevalence of 
scabies alone and scabies combined 
with pyoderma decreased with im- 
proved socioeconomic and hygienic 
conditions, the prevalence of “pyo- 
derma” did not. This is at great vari- 
ance with the regular teaching that 
poor socioeconomic and hygienic con- 
ditions predispose to pyoderma. How- 
ever, as pointed out previously, many 
studies that have hitherto emphasized 
this concept have not excluded 
scabies. Since the pattern of scabies 
alone and scabies combined with pyo- 
derma in regard to socioeconomic and 
hygienic patterns in our series was 
the same, it is likely that the conclu- 
sions attributed to the latter in pyo- 
derma could have been influenced by 
scabies. It is important to reexamine 
the relationship between pyoderma 
vis-a-vis socioeconomic and hygienic 
factors in communities where scabies 
is nonendemic or where it has been 
excluded. Such knowledge may be im- 
portant in the prevention of this dis- 
ease because when one is dealing with 
a community in which scabies is en- 
demic, one may need to emphasize 
improvement of hygienic and socio- 
economic factors first, whereas in a 
community where scabies is not en- 
demic, one may need to search for 
other predisposing factors. 

Bacteriologically it is perhaps not 
important to draw the distinction we 
have done. The organisms isolated 
from secondarily infected scabies and 
pyoderma were the same and in- 
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cluded mainly group A Str pyogenes, 
S aureus, and C diphtheriae. Group A 
streptococci were isolated from only 
47.7% as opposed to 70% to 90% re- 
ported by others'?*:^'" presumably 
because we did not use special selec- 
tive culture media. In a similar study 
by one of us (H.N.) in Uganda and in 
which selective media were used, a 
higher percentage of group A Str 
pyogenes was recovered." A second 
possible explanation for the low isola- 
tions of Str pyogenes is that a large 
proportion of the children in this 
study, especially the infants, had bul- 
lous impetigo, which is often caused 
by S aureus. 

Corynebacterium diphtheriae was 
isolated in 35.1%, and this is compa- 
rable to what is reported elsewhere in 
the tropics." The principal strains 
were C diphtheriae mitis (75%), C 
diphtheriae gravis (2095), and C diph- 
theriae intermedius (5%). These were 
isolated from impetigenous and ech- 
thymatous lesions as well as infected 
wounds. 

Toxigenicity tests were not carried 
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out in this study, but in a previous 
study in the same area by one of us 
(F.M.),? using in vivo techniques in 
rabbits, it was found that 35% of all C 
diphtheriae organisms were toxigenic 
and that C diphtheriae gravis was the 
most toxogenic strain (with 50% tox- 
igenicity) followed by C diphtheriae 
mitis (with 39% toxigenicity) and C 
diphtheriae intermedius (with 33% 
toxigenicity). Interestingly, C diph- 
theria was most common in rural 
areas, in the low socioeconomic 
groups, and in children with second- 
arily infected scabies. This may sug- 
gest that trauma from penetration of 
scabies mites or from any other cause 
predisposes to cutaneous diphtheria. 
On the other hand, antidiphtheria 
vaccination in urban areas and 
among children of affluent families 
could also be responsible for the dif- 
ferences. Vaccination programs are 
so far more effective in urban areas. 
Unfortunately, we did not evaluate 
this variable in our series. 

The role of bacterial infections of 
the skin in clinical medicine is 
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well recognized. Streptococcal pyo- 
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Toxigenie strains of C diphtheriae on 
the skin may also cause myocarditis 
and severe peripheral neuritis in 
some cases." In the light of this 
knowledge, one wonders whether the 
high prevalence of skin infections in 
the community contributes toward 
the glomerulonephropathy commonly 
found in tropical Africa and fre- 
quently associated with quartan ma- 
laria as well as poststreptococcal 
pharyngitis^ One also wonders 
whether cutaneous diphtheria in the 
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cardiomyopathies and neuropathies 
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The rapidly spread ng reac- 
tion, which starts in the small veins 
and then the capillaries, is kept in 
operation by histamine, polypeptide 
and bradykinin, together with cell 
breakdown products. 


Mast cells rupture and release 
histamine, sustaining vasodilitation 
and capillary permeability. Lyso- 


blood vessels. Granulocytes, lympho- somal enzymes and the acid pH in 
the pericapillary area of inflamma- 


cytes, monocytes and erythrocytes 
find their way out through the cellular tion cause dissolution and disinte- 
gaps into, the same area. gration of the collagenous filaments. 


RENDITION OF AN ACUTE INFLAMMATORY PROCESS AND 


In the serous inflammatory 
process, plasma escapes between 
the endothelial cells and out of the 
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Inflamed capillary 
with contracted 
endothelial cell 


Escaping plasma 
Broken intercellular 


bridge 
Plasma collecting 


between pericytes and 
basement membrane 


9 Separation of endothelial 
cell from basement 
membrane 


O Granulocytes* 

7 Lymphocytes* 
Erythrocytes: 
Ruptured mast cell 


10 Partially disintegrated 
collagenous filaments 
“escaping 
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Fluocinonide, tha diae 
_idex® cream and ointment an 
Kopsyn" gel, is an effective anti- (FLUOCINONIDE) 005% 
nflammatory, vasoconstrictive and 
antipruritic agent The fuocinonide FOR EFFICACY 
ùn each form of these Syntex topical 
oreparations is 10096 dissolved, so 
Bhat it is readily available upon 
application. 

For the inflammatory manifes- 
tations of ail stercid-resoonsive 
dermatoses, Lidex anc Topsyn topicals 
nean effective, f.Jll-pc-ency therapy. 


RENDITION OF THE EFFECTS OF FLUOCINONIDE IN THE CAPILLARY AREA 
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Tight interceilular 
junction — returned to 
normal state 


Normal inte=cellutor 
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Basement membrane 
returned to normai state 


Pericytes refUrning to 
normal position 


Lympħocytes* 
Monocytes” 
Erythrocytes” 


Mast cell* 
*stabilizing 
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Lidex 0.05% cream 
(fluocinonide) 


DESCRIPTION 

LIDEX cream 0.0596, LIDEX ointment 0.0596 and 
TOPSYN Gel 0.05% contain the active com- 
pound fluocinonide. Fluocinonide, which is 
the 21-acetate ester of fluocinolone acetonide, 
has the chemical formula 6a, 9a -difluoro-118, 
lóa, 17a, 21-tetrahydroxypregna-1,4-diene-3, 
20-dione, cyclic 16, 17-acetal with acetone 21- 
acetate. Its chemical structure is: 





LIDEX cream contains fluocinonide in FAPG* 
cream, a specially formulated cream base 
consisting of stearyl alcohol, polyethylene 
glycol 6000, propylene glycol, 1, 2, 6-hexane- 
triol and citric acid. This white cream vehicle 
is greaseless, non-staining, anhydrous and 
completely water miscible. The base provides 
emollient and hydrophilic properties. In this 
formulation, the active ingredient is totally in 
solution. 

LIDEX ointment contains fluocinonide in a spe- 
cially formulated ointment base consisting of 
Amerchol CAB (mixture of sterols and higher 
alcohols), white petrolatum, propylene car- 
bonate and propylene glycol. It provides the 
occlusive and emollient effects desirable in an 
ointment. In this formulation the active ingredi- 
ent is totally in solution. 

TOPSYN Gel contains fluocinonide in a spe- 
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Lidex 
0.05% ointment 
(fluocinonide) 


LIDEX'| 


Y 

' 
"] 
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ilfluocinonide] 
Ointment 





cially formulated gel base consisting of propyl- 
ene glycol, propyl gallate, disodium edetate, 
and Carbopol 940 (carboxypolymethylene) 
with NaOH and /or HCL added to adjust the 
pH. This clear, colorless, thixotropic vehicle is 
greaseless, non-staining and completely water 
miscible. In this formulation, the active ingredi- 
ent is totally in solution. 


ACTIONS 

LIDEX (fluocinonide) cream and ointment and 
TOPSYN (fluocinonide) Gel are effective be- 
cause of their anti-inflammatory, antipruritic 
and vasoconstrictor action. 


INDICATIONS 

LIDEX cream and ointment and TOPSYN Gel 
are intended for the relief of inflammatory 
manifestations of corticosteroid responsive 
dermatoses. 


CONTRAINDICATIONS 

Topical steroids are contraindicated in vac- 
cinia and varicella. Topical steroids are con- 
traindicated in those patients with a history 
of hypersensitivity to any of the components of 
the preparation. 


PRECAUTIONS 

If irritation develops, the cream, ointment or 
gel should be discontinued and appropriate 
therapy instituted. In the presence of an infec- 
tion the use of an appropriate antifungal or 
antibacterial agent should be instituted. 

If a favorable response does not occur promptly, 
the corticosteroid cream, ointment or gel 
should be discontinued until the infection has 
been adequately controlled. 

If extensive areas are treated, the possibility 
exists of increased systemic absorption and 
suitable precautions should be taken. 
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and the 
fluocinonice gel 
known as 
Topsyn* 0.0596 
(fluocinonide) 


Although topical steroids have rot been 
reported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant 
females has not absolutely been established. 
Therefore, they should not be used extensively 
on pregnant patients, in large amounts or for 
prolonged periods of time. 

LIDEX* (fluocinonide) cream and ointment and 
TOPSYN* (fluocinonide) Gel are not for oph- 
thalmic use. 


ADVERSE REACTIONS 
The following local adverse reactions have 
been reported with topical corticosteroids: 


buming folliculitis 

itching acneform aruptions 
irritation hypopigmentation 
dryness striae 


secondary infection skin atrophy 


DOSAGE AND ADMINISTRATION 

A small amount should be gently massaged 
into the affected area three or four times daily, 
as needed. 


HOW SUPPLIED 

LIDEX 0.05% Cream — 15g, 30g and 60g 
tubes, 

LIDEX 0.05% Ointment — 15g, 30g and 60g 
tubes. 

TOPSYN Gel 0.05% — 15g and 60g tubes. 


Address medical inquiries to: 
Syntex Laboratories, Inc. 
Palo Alto, California 94304 


SYNTEX 


SYNTEX LABORATORIES. INC 
PALO ALTO, CALIFORNIA 94304 
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eave well enough 
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Recent studies verify the efficacy of 2.5% selenium 
sulfide shampoos! but the only product available until 
now left something to be desired: cosmetic accept- 
ability. In fact, nearly half the physicians we interviewed 
indicated they didn't use it for that reason. 

So we developed Exsel®And in clinical testing it's 
been proven equally effective and cosmetically supe- 
rior to the other 2.5% selenium sulfide lotion. Asked to 
compare the specific characteristics of the two prod- 
ucts, test subjects responded: 


“Exsel lathers better” 


lbs series), eode a RR ne MR eee. Ka Pee 
Lathering ability Excellent Good Fair Poor 














Exsel® 8 21 4 2 

Other Lotion 1 19 11 4 

66 9 
Exsel smells better 

Odor Acceptable Undesirable 

Exsel? 2d 12 

Other Lotion 15 20 





“Hair feels better” 


Overall appearance and feel of hair after shampooing” 


Exsel Lotion S77 AE PE ae. RANE ee ME 








Acceptable Undesirable 
(selenium sulfide 2.5%) Other Lotion 39 56 





DESCRIPTION: Contains: selenium sulfide 2.5% with: disodium edetate; bentonite; 
sodium linear alkylate sulfonate; alphaolefin sulfonate; glyceryl monoricinoleate; 
silicone; titanium dioxide; citric acid monohydrate; sodium phosphate mono- 


Ss. rt ratories basic, monohydrate; perfume and purified water. INDICATIONS: Selenium . 
H G. S. Herbert Laborato sulfide is indicated in the treatment of seborrheic dermatitis of the scalp, 


Division of 
" including dandruff. CONTRAINDICATIONS: The product should not be used 
Aleronyy harmacodlicals by patients allergic to any of its components. WARNINGS: Safety for use in 
infants has not been established. PRECAUTIONS: 1. Chemical conjunctivitis 
1 l i i may result if this preparation enters the eyes. 2. The product should be used 
Appraisal of Efficacy of Antidandruft with caution when acute inflammation or exudatian is present as an increase 
Formulations, Albert M. Kligman, M.D., in absorption may occur. ADVERSE REACTIONS: 1. Hair loss has been reported 
Ph.D., Richard R. Marples, B.M., M.Sc., with the use of the product. 2. Discoloration of the hair may follow the use of 
M.R.C. Pathol., Larry R. Lantis, M.D., and selenium sulfide. This can be minimized by careful rinsing of the hair after 
Kenneth J. McGinley, J. Soc. Cosmet. treatment. 3. Oiliness of the hair and scalp may increase following the use of 
Chem., 25, 73-91 (February 1974). this product. ACCIDENTAL ORAL INGESTION: Selenium sulfide is highly toxic if 
«This category included the number of ingested. Nausea and vomiting usually occur after oral ingestion. Treatment is to 
mentions for each “desirable” or “undesirable” induce vomiting or if necessary perform gastric lavage, together with general 


effect. therefore, they total more than 35. supportive measures as required. Administer a purgative to hasten elimination 


Halog Cream 


Halcinonide 
Cream 0.1% 


Effectiveness 


(Based on double-blind, paired com- 


parison studies of 494 patients 
treated without occlusive dressing.) 


Speed 


(Based on double-blind, paired com- 


parison studies of 482 patients 
followed-up after one week's 
therapy without occlusive dressing.) 
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excellent 
results — 
in psoriasis 


Neither drug Both drugs 
effective equally effective 


21 patients 200 patients 





Betamethasone-17-valerate 

0.1% cream superior 

67 patients 
Neither drug Both drugs 
effective equally effective 
19 patients 212 patients 





Betamethasone-17-valerate 
0.1% cream superior 
77 patients 
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See next page forbrief 
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Prescribing Information. 





Dermatosis 


Eczematous 
dermatitis 200 


Atopic 
dermatitis 809 


Neurodermatitis 
with occlusion 105 


Psoriasis 
with occlusion 99 


Neurodermatitis 
without occlusion 18 


Psoriasis 

without occlusion 

(as presented on 
opposite page) 494 


TOTALS 1725 


Total Patients 
Treated 





36 


200 


30 


12 


67 


349 





Halog Cream 


Halcinonide Cream 0.1% 


notable success 
in a variety 
of dermatoses 


Betamethasone-17- 
Valerate Superior 


Equal 


106 


407 


200 


826 





Neither 
Response Effective 


7 


11 


46 


Halog Cream 


Halcinonide 
Cream 01% 





84%" excellent/ 
good responses 


in clinical trials 


on 1931 patients 





*Range 75-91% depending upon dermatosis 


and use of occlusion. 


310 


Patients 
Fair/poor 
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| Well tolerated 


in more than 9596 
of 2839 patients' 


4.5% 


Local reactions 
(only) to 
Halcinonide 
Cream 0.1% 





tFrom a total of 2839 patients — both in the U.S. 
and foreign countries — evaluated for safety, 
150 experienced local side reactions; 107 pa- 
tients had reactions to halcinonide cream 
alone, 21 patients had reactions to placebo or 
to a comparison drug alone, and 22 other 
patients had reactions to a comparison drug 
or to placebo and halcinonide cream. Tran- 
sient stinging and burning was the side effect 
in the majority of cases. 
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HALOG® CREAM 
Halcinonide Cream 0.1% 


Each gram of Halog Cream (Halcinonide Cream 
0.1%) contains 1 mg. halcinonide (0.1%) ina 
cream base. 


INDICATIONS: This product is intended tor 
topical application for adjunctive therapy and 
symptomatic relief of inflammatory manifesta- 
tions of acute and chronic corticosteroid 
responsive dermatoses. 


CONTRAINDICATIONS: Topical steroids are 
contraindicated in vaccinia, varicella, and in 
those patients with a history of hypersensitivity 
to any of the components of the preparation. 
This preparation is not for ophthalmic use. 


PRECAUTIONS: General-— If local infection 
exists, suitable concomitant antimicrobial or 
antifungal therapy should be administered. If a 
favorable response does not occur promptly, 
application of the corticosteroid should be 
discontinued until the infection s adequately 
controlled. Although systemic side effects 
associated with absorption of topical corti- 
costeroid preparations are rare, their possible 
occurrence must be kept in mind when these 
preparations are used over large areas cr for an 
extended period of time. If irritation or sensiti- 
zation develops, the preparatior should be 
discontinued and appropriate therapy ir sti- 
tuted. Although topical steroids have not been 
reported to have an adverse effect on prag- 
nancy, the safety of their use during pregnancy 
has not been absolutely established; therefore, 
they should not be used extensively on preg- 
nant patients, in large amounts, or for pro- 
longed periods of time. 


Occlusive Dressing Technique— The use of 
occlusive dressing increases the percutaneous 
absorption of corticosteroids; their extensive 
use increases the possibility of systemic effects. 
For patients with extensive lesions it mey be 
preferable to use a sequential approach, 
occluding one portion of the body at a t me. 
The patient should be kept under close obser- 
vation if treated with the occluswe technique 
over large areas and over a considerable period 
of time. Occasionally, a patient who has been 
on prolonged therapy, especially occlusive 
therapy, may develop symptoms of steroid with- 
drawal when the medication is stopped. Ther- 
mal homeostasis may be impaired if large areas 
of the body are covered. Use of the occlusive 
dressing should be discontinued if elevation of 
the body temperature occurs. Cccasionally, a 
patient may develop a sensitivity reaction to a 
particular occlusive dressing material or ad- 
hesive and a substitute materia! may be neces- 
sary. If infection develops, discontinue the use 
of the occlusive dressing and institute eppro- 
priate antimicrobial therapy. 


ADVERSE REACTIONS: The following ocal 
adverse reactions have been resorted with 
topical corticosteroids: burning, itching, irrita- 
tion, striae, skin atrophy, secondary infection, 
dryness, folliculitis, hypertrichasis, acneform 
eruptions, and hypopigmentation. The ollow- 
ing may occur more frequently with occlusive 
dressings: maceration of the skin, secondary 
infection, skin atrophy, striae, end miliaria. 
Contact sensitivity to a particular dress. ng 
material or adhesive may occur occasionally 
(see PRECAUTIONS). 


For full prescribing information, consult 
package insert. 


HOW SUPPLIED: In tubes of 15 and 60 grams. 
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Case Reports 


Lichen Myxedematosus 


A Dermal Infiltrative Disorder Responsive to Cyclophosphamide Therapy 


Susan M. Howsden, M5; 
James H. Herndon, Jr. MD, FACP; 
Robert G. Freeman, MD 


Arch Dermatoi—Vol 11 , Oct 1975 


e Lichen myxedematosus is an uncom- 
mon, chronic, cutaneous disease of 
mucin deposition that has resisted a 
variety of therapies. The discovery of a 
unique, basic, homogeneous globulin in 
the sera of many of the patients with this 
disorder raised questions concerning the 
relationships between lichen myxedema- 
tosus, multiple myeloma, and amyloido- 
sis. Our patient, who lacked the abnormal 
serum globulin, was successfully treated 
with cyclophosphamide. 

(Arch Dermatol 111:1325-1330, 1975) 


I myxedematosus, also known 
as papular mucinosis or lichen 
fibromucinoidosus, is an uncommon, 
chronie, progressive, cutaneous dis- 
ease of unknown cause. In recent 
decades, this disorder of dermal 
connective tissue has emerged as a 
distinct entity with characteristic 
clinical and histological features. 

In 1968, Osserman and Takatsuki 
described an unusual, basic, homogen- 
eous, serum globulin in a patient with 
lichen myxedematosus. This mono- 
clonal protein has stimulated consid- 
erable interest and has come to be 
regarded by many as diagnostic of the 
disease.” ** 

Although not fatal, lichen myxede- 
matosus is generally disfiguring and 
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disabling. Until the reports of Feld- 
man and his colleagues of a favorable 
response to melphalan, therapy had 
been uniformly disappointing.** We 
have studied a patient who lacked the 
abnormal serum globulin and who was 
successfully treated with cyclophos- 
phamide. 


REPORT OF A CASE 


A 10-year-old exceptionally healthy 
woman noticed a vague discomfort in her 
right thumb and forefinger in September 
1970. Five months later, she had burning 
pain and weakness in beth hands and 
wrists. A neurosurgeon performed section- 
ing of the patient’s right and left trans- 
verse volar ligaments in February and 
April 1971 to treat her for bilateral carpal 
tunnel syndrome; no tissue was submitted 
for pathologic examination. 

In May, the patient noted the onset of 
rough, pruritic erythema on her palms, 
outer part of the arms, shoulders, ears, and 
buttocks. Despite topical application of 
drugs, the erythema progressed, her skin 
began to feel thick, and the pruritus 
became unbearable. Her internist became 
concerned about the possibility that there 
was an occult malignant tumor and hospi- 
talized the patient in September 1971 fora 
complete evaluation of her condition. 

Blood chemistry studies using an auto- 
mated multiple analysis system showed 
normal values for blood glucose and urea 
nitrogen, serum calcium, inorganic phos- 
phate, uric acid, cholesterol, total protein, 
albumin, total bilirubin, alkaline phospha- 
tase, lactic dehydrogenase, and serum 
glutamic oxaloacetic transaminase 
(SGOT). Normal values were found for 
complete blood cell count, serum sodium, 
potassium, chleride, bicarbenate, creatine 
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phosphokinase, T,, T,, and plasma cortisol 
(morning and evening determinations). 
Urinalysis findings were normal as were 
the values for urinary porphyrins, vanillyl- 
mandelic acid, and 5-hydroxyindoleacetic 
acid. A latex fixation test and three lupus 
erythematosus preparations were nega- 
tive. The VDRL test for syphilis was 
nonreactive and the Papanicolaou smear 
test findings were class 1. An upper 
gastrointestinal tract series and an intra- 
venous pyelogram were normal. The skin 
biopsy findings were interpreted as show- 
ing lichen myxedematosus. 

Therapy with prednisone (20 mg/day), 
cyproheptadine, and an emollient provided 
moderate relief of pruritus but did not slow 
progression of the eruption; with each 
attempt to taper the steroid therapy, 
pruritus recurred. The patient was refer- 
red to the Parkland Dermatology Clinic in 
November 1971. 

A complete physical examination 
showed mild central obesity, moderate 
kyphosis, and the cutaneous abnormalities. 
The patient had a pachydermatous appear- 
ance; her entire integument, except that of 
the lower areas of her legs and feet, was 
erythematous and greatly thickened, with 
formation of exaggerated folds (color Fig 
1, left). Superimposed on this general indu- 
ration were groups and rows of firm, 
white- to flesh-colored, glistening papules 1 
to 3 mm in diameter (color Fig 2, left). The 
skin of the patient’s hands and perioral 
area was densely indurated so that she had 
difficulty writing and was unable to 
remove her dentures. 

Laboratory determinations showed nor- 
mal values for white blood cell (WBC) and 
differential cell counts; hemoglobin; hema- 
tocrit; red blood cell indices; platelet count; 
serum bilirubin; thymol turbidity; alkaline 
phosphatase; SGOT; prothrombin, partial 
thromboplastin, and thrombin times; and 
fibrinogen. The erythrocyte sedimentation 
rate was 12 mm/hr. The serum cholesterol 
value was 228 mg/100 ml, and the trigly- 
ceride value was 190 mg/100 ml. A latex 
fixation test was negative. Antinuclear 
antibody determinations showed a finding 
of 1+ (diffuse pattern—undiluted) in 
November 1971 and a negative reaction in 
February 1972. A 24-hour urine test was 
negative for protein. The skeletal x-ray 
survey and liver and spleen scan findings 
were normal. A biopsy specimen of rectal 
mucosa stained with Congo red was nega- 
tive for amyloid. A biopsy specimen of the 
posterior iliac crest bone marrow showed 
diffuse erythroid hyperplasia without plas- 
macytosis. 

Serum protein electrophoresis showed 
the following values: total protein, 7.10 
gm/100 ml; albumin, 4.01 gm/100 ml; a,- 
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Color Fig 1.—Left, Marked erythema, induration, and cutaneous stiffness suggested by 
deep yet smooth folds in skin prior to therapy with cyclophosphamide (November 1971). 
Numerous, firm 1 to 3-mm papules were present on all surfaces. Right, Lax, loosely 
wrinkled, normal-appearing skin six months after cessation of cyclophosphamide 
therapy (February 1973). 


Color Fig 2.—Left, Numerous 1 to 3-mm, firm, glistening papules can be seen 
superimposed on erythematous indurated forearm prior to therapy with cyclophos- 
phamide (November 1971). Note scar following carpal tunnel release. Right, Ncrmal- 
appearing skin in same area six months after cessation of cyclophosphamide therapy 
(February 1973). Papules noted before treatment have disappeared. 
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Color Fig 3.—Left, Pretreatment skin biopsy specimen displayed an increased number 
of stellate fibroblasts, irregularly arranged elastic and collagen fibers, and wide 
interfibrillar spaces (hematoxylin-eosin, original magnification X 250). Right, Colloidal 
iron stain of pretreatment skin biopsy specimen displays heavy staining of mucopolysac- 
charides in upper dermis (colloidal iron, original magnification x 250). 


Color Fig 4.—Pretreatment biopsy spec- 
imen of indurated skin incubated (direct 
technique) with fluorescein-labelled goat 
anti-human IgG. Specific yellow-green 
fluorescence is seen between blue auto- 
fluorescent elastic fibers in dermis (X 
2,000). 
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globulin, 0.24 gm/100 ml; a.-globulin, 0.95 
gm/100 mi; 8-globulin, ).91 gm/100 ml; and 
y-globulin, 0.99 gm/109 ml. There was no 
evidence of protein in the post y-globulin 
region (Tig 1). The findings of two subse- 
quent serum protein electrophoreses, a 
serum immunoelectrophoresis, and a con- 
centrated urine immunoelectrophoresis 
were normal. 

A skin biopsy specimen from the upper 
part of the patient’s back showed a normal 
epidermis with changes predominantly in 
the upper half of the dermis. Increased 
numbers-of large fusiferm to stellate fibro- 
blasts were-seattered over a background of 
irregularly arranged elastic fibers, colla- 
gen bundles, and wide interfibrillar spaces 
(color Fig 3, left). Tae PAS stain was 
positive over cytoplasmic granules within 
fibroblasts. These granules as well as an 
amorphous interfibrikar material also 
stained positively with colloidal iron (Fig 3, 
right), Aleian blue, ard Gomori aldehyde 
fuchsin (Table). A siwer stain (Wilder) 
disclosed-abundant retzulin fibers in areas 
of mucindeposition. TE» superficial dermal 
capillaries were increased in number and 
size and had prominezt endothelial cells; 
there was a mild perivascular lymphocytic 
infiltration. The skin agpendages appeared 
normal. The Congo red. stain was negative 
for amyloid. Electron micrographs con- 
firmed the absence of =myloid fibrils. 

Immunofiuorescent techniques applied 
to sections of affectee skin showed IgG 
(without IgM, fibrin, o- complement) scat- 
tered diffusely in the upper dermis in areas 
corresponding to the eeposition of mucin 
(color Fig 4). Immunoduorescent staining 
of the patient’s normalskin, as well as that 
of simultaneously staimed normal controls, 
was negative. 

In February 1972, therapy was initiated 
with 200 mg/day of cyclophosphamide, 
(Fig 2). Pruritus lessened within one 
month and the predrisone therapy was 
discontinued. By March, a few circular 
areas of normal-appear ng skin 1 to 2 em in 
diameter became visible on the back and 
upper part of the arms, and the pruritus 
had diminished furtner. Because the 
patient had begun to rote loss of hair, the 
cyclophosphamide dosage was decreased to 
100 mg/day. After thzee months of ther- 
apy, the patient's skia was considerably 
less tight and indurated, allowing her to 
again "make a fist" snd to remove her 
dentures. The pruritus and steroid-asso- 
ciated obesity had varished, and her hair 
was regrowing. A fall in the WBC count 
(2,900/cu mm)in June mecessitated a three- 
week cessation of cyclephosphamide ther- 
apy. Therapy was resumed in July with the 
administration of 50 mg/day of the drug 
for a final seven weekszand then discontin- 
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Results of Histochemical Stains* 


Before Treatment 


11/11/71 


8/31/71 


Stain 
Congo red — 
Colloidal iront 


PAS 
Alcian blue,t pH 0.4 + 


Alcian blue,t pH 2.5 
Gomori aldehyde§ fuchsin — 


— 
IS] FCT 
-— + 





After Treatment 


TE F 


HF H HF HH 


u "- 


* — indicates no staining; +, faint staining; ++, light staining; +++, moderate staining; 


++++, heavy staining. 


+ Stains sulfated and other acid mucopolysaccharides; in dermis, this is chiefly hyaluronic 


acid. 


tStains strongly acidic sulfated mucopolysaccharides, eg, chondroitin sulfates. 
§ Stains elastic fibers and some acid mucopolysaccharides. 


|| IS indicates interfibrillar space. 
{| FC indicates fibroblast cytoplasm. 


ued. At that time, the skin appeared 
normal, except for a faint, mottled erythe- 
ma of the forearms. 

At the follow-up examination in Februa- 
ry 1973 (a year after the beginning and six 
months after the cessation of therapy), the 
patient's skin appeared completely normal 
(color Fig 1, right, and 2, right). The find- 
ings of serum protein electrophoresis at 
this time were again normal. A punch 
biopsy specimen of skin from the upper 
part of the back, adjacent to the pretreat- 
ment biopsy site, revealed a great decrease 
in the number of previously noted active 
fibroblasts. The reticular dermis appeared 
less edematous, but the collagen bundles 
were more dense than normal. The silver 
stain showed decreased reticulin, with the 
residual material found in apposition to 
broad collagen fibers. Special stains dem- 
onstrated a notable reduction in mucin 
(Table). The dermal capillaries were less 
prominent, with a decrease in the perivas- 
cular lymphocytic reaction. Immunofluor- 
escent techniques applied to frozen sec- 
tions of the skin biopsy specimen showed 
no sign of the deposition of IgG noted 
earlier. 


COMMENT 


In a recent comprehensive text, 
lichen myxedematosus is classified in 
conjunction with diffuse and pretibial 
myxedema as one of the metabolic 
cutaneous mucinoses.’ Using a purely 
descriptive classification, Montgome- 
ry and Underwood (in 1953) had 
subdivided lichen myxedematosus 
into four types: (1) generalized liche- 
noid papular eruptions; (2) discrete 
papular forms; (8) localized-to-gener- 
alized lichenoid plaques; and (4) urti- 
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Fig 1.—Normal serum protein electro- 
phoresis findings, without a post-y-globu- 
lin spike prior to therapy. 


carial plaques and nodular eruptions.* 
The first of these types, exemplified 
by our patient, is the most common 
and is the best defined clinically. The 
pictorial compound term “scleromyx- 
edema” was introduced in 1954 by 
Gottron to describe this variant of 
lichen myxedematosus. His report, 
and those of others, suggested that 
the typical patient was a middle-aged 
woman who gradually developed infil- 
trative skin changes suggestive of 
"gooseflesh" on "elephant hide.” 
Although Dubreuilh, cited by Mont- 
gomery and Underwood, first de- 
scribed a case of lichen myxedema- 
tosus in 1906, clinicians continued to 
confuse the disorder with other indu- 
rated and infiltrative cutaneous states 
for another half century. The occur- 
rence of stiff facies and sclerodactylia 
led to mistaken diagnoses of sclero- 
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Fig 2.—Changes found in WBC count, pruritus, cutaneous induration, and hair loss 
following prednisone and cyclophosphamide therapy. 


derma (“papular scleroderma”). The 
demonstration of dermal mucin de- 
posits resulted in confusion with 
myxedema (“generalized, localized 
myxedema”).® Gradually, correlation 
of clinical observation and laboratory 
data corrected these misconceptions: 
these patients displayed normal thy- 
roid function’; they did not die of 
inexorable pulmonary or cutaneous 
dysfunction as did patients suffering 
from systemic sclerosis; their skin 
biopsy specimens contained more mu- 
cin than was generally seen in myxed- 
ema" and lacked the vascular changes 
and appendageal destruction typical 
of scleroderma. 

Lichen myxedematosus was further 
defined in the early 1960s with the 
recognition of the separate status of 
Dego malignant atrophic papulosis. 
The latter entity, which produces 
unique cutaneous lesions (which on 
biopsy show dermal mucin deposits) 
and a rapid deterioration of the 
patient’s condition, had previously 
been classified as the papular variety 
of lichen myxedematosus." The separ- 
ate classification of this primarily 
vascular disorder clarified the distinc- 
tive clinical attributes of lichen myx- 
edematosus. 

In 1960, Perry et al reported what 
they eonsidered the coincidental oc- 
currence of a monoclonal gammo- 
pathy (f-globulin spike) and atypical 
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lichen myxedematosus.'? Three years 
later, Osserman and Takatsuki' and 
McCarthy et al'* described a patient 
who had a homogeneous, basic, serum 
globulin that migrated in the post-y- 
globulin region on electrophoresis. 
The discovery of this monoclonal 
protein, which has since been found in 
the majority of patients with lichen 
myxedematosus, led initially to specu- 
lation concerning the relationship be- 
tween lichen myxedematosus and 
multiple myeloma. However, no pa- 
tient with lichen myxedematosus has 
been convincingly shown to be suffer- 
ing from myeloma. Although a few 
patients with lichen myxedematosus 
have had increased numbers of normal 
plasma cells or limited numbers of 
abnormal plasma cells in their bone 
marrow, most patients have had 
normal bone marrow findings. Wheth- 
er or not they exhibited plasmacyto- 
sis, these patients have lacked lytic 
bone lesions, hypercalcemia, anemia, 
Bence Jones proteinuria, and renal 
function abnormalities, and they have 
survived for prolonged periods. In 
short, they have satisfied the criteria 
for a “primary, benign, monoclonal, 
immunoglobulin disorder” rather than 
for myeloma.'* 

Further studies of the physicochem- 
ical characteristics of the abnormal 
protein have shown it to be a unique 
papain-sensitive, 7S-globulin, usually 


of yG, type with only lambda light 
chains. */* Recently, Lawrence et al 
have shown that the basicity of the 
globulin resides in the light chains, 
possibly as a consequence of an 
increase in the proportion of lysine 
residues.'"'* This protein is quite 
unlike myeloma-produced proteins in 
several ways. Fewer than 10% of 
myeloma-produced proteins migrate 
toward the cathode. Most species 
either remain at the point of applica- 
tion or move slowly toward the anode, 
coming to lie within the gamma or 
beta zone and no more than 33% have 
lambda light chains.'* 

Any consideration of the role being 
played by this basic globulin must 
take into account its occasional ab- 
sence in well-studied cases. In several 
otherwise typical patients (including 
ours) a thorough search has failed to 
detect this "diagnostic" globulin.*°?° 
It is possible that the abnormal 
protein may have been present in our 
patient's serum prior to steroid ther- 
apy. Evidence is lacking, however, 
that the low doses of corticosteroid 
given her can affect the level of serum 
immunoglobulins or of specific anti- 
bodies, such as antinuclear factor.** A 
more likely postulate is that the 
abnormal globulin binds avidly to the 
skin of certain patients and never 
reaches detectable concentrations in 
the serum. A similar phenomenon of 
avid binding of globulin in renal tissue 
has been reported with immune eom- 
plex glomerulonephritis® and may 
also be present in patients with 
bullous pemphigoid who lack serum 
antibody while having immunoglobu- 
lin demonstrable in their skin.” Alter- 
natively, some patients with lichen 
myxedematosus may synthesize ex- 
cessive amounts of a globulin that 
localizes in the dermal connective 
tissue but bears normal or near- 
normal charge characteristics. 

There has been additional confu- 
sion concerning the relationshio of 
lichen myxedematosus to cutaneous 
amyloidosis. In this regard, it is of 
interest that our patient had carpal 
tunnel syndrome, which, though 
known to occur in infiltrative states 
such as myxedema, is more commonly 
related to the amyloid deposition 
occurring in patients with multiple 
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myeloma." Despite the fact that 
stains of lichen myxedematosus biop- 
sy specimens have been uniformly 
negative for amyleid and electron 
microscopic examinations have failed 
to reveal amyloid fibrils, there per- 
sists a tendency te confuse lichen 
myxedematosus with cutaneous amy- 
loidosis. Thus, a section in a recent 
immunology text states that lichen 
myxedematosus is “manifested by the 
development of extensive dermal 
amyloid infiltrates!”™ 

How does the «abnormal serum 
globulin relate to the dermal mucin 
deposits? The answer to this question 
remains elusive. Immunofluorescent 
staining has been regative in some 
cases**'* but in others, including ours, 
it has demonstrated IgG bound to the 
areas of mucin depesition.**"**° One 
might postulate that the globulin 
deposition is primary, occurring be- 
cause of an attracion of charged 
dermal glycosaminczlycans for the 
cationic protein," the mucin deposi- 
tion being secondary to some globulin- 
fibroblast interactior or to fibroblast 
injury? Others hav» suggested that 
the basie immunoglo»ulin may possess 
the characteristics of an antibody 
directed against ar acidic antigen, 
eg, dermal acid mucopolysaccha- 
rides, and that the production of new 
acid mueopolysaccha-ide is the prima- 
ry event. 

An instructive parallel may be 
drawn between the indings in lichen 
myxedematosus and those in a related 
mucinosis, pretibia myxedema. A 
unique IgG, long-act ng thyroid stim- 
ulator (LATS), has been demonstrated 
in the serum of patients who develop 
pretibial myxedema. This globulin has 
also been demonstrated in some biop- 
sy specimens of the pretibial le- 
sions.** A recent paper suggests 
that, in patients wi-h pretibial myx- 
edema, fibroblasts zre stimulated to 
produce mucin by activated lympho- 
cytes, the activatioa of which is in 
some way related to the globulin 
(LATS) The fourta and least inter- 
esting possibility would account for 
the bound globulin br postulating that 
physicoehemical aksorptive effects 
lead to nonspecific entrapment of 
circulating globulin in an abnormal 
connective tissue matrix. 
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The gradual evolution of thought 
concerning the cause of lichen 


myxedematosus may help explain the - 


many therapeutic agents that have 
been employed in its treatment, most 
of them unsuccessfully. These agents 
have included desiccated thyroid, Lu- 
gol solution, estrogens, extract of the 
anterior lobe of the pituitary,* vitamin 
D,” vitamin A, vitamin E," ascorbic 
acid, a diet of raw fruits and vegeta- 
bles aminobenzoic acid,*'* acetazo- 
lamide (Diamox),? edetic acid,’ quina- 
erine,? protamine with toluidine 
blue,” and local injection of hyaluron- 
idase.* Superficial x-ray therapy has 
also been used.? Some authors have 
reported improvement following the 
systemic administration of corticoste- 
roids,'^?* but in most instances, as in 
our case, results of steroid therapy 
have not been impressive. 114-29-21 

In 1960, Perry et al were the first to 
use a cytotoxic agent for the treat- 
ment of this disorder; they selected 
mechlorethamine hydrochloride (ad- 
ministered in three injections during 
a period of two weeks) and urethane 
(administered for six months) to treat 
the plasma cell dyscrasia in a patient 
who had  "coincidental" lichen 
myxedematosus. They reported no 
change in the skin lesions.? Seven 
years later (in 1967), Piper et al 
treated two patients with methotrex- 
ate, with equivocal results.^* Tay and 
Khoo described a patient who devel- 
oped lichen myxedematosus while 
being treated with mercaptopurine 
for psoriasis." In 1968, Feldman and 
co-workers successfully treated a pa- 
tient who had typical scleromyxede- 
ma by using melphalan therapy.*^ 
After three months of therapy, there 
was striking clinical improvement. 
After eight months, the serum protein 
electrophoresis showed a decrease in 
the level of the abnormal protein, and 
a skin biopsy specimen showed disap- 
pearance of the excessive cermal 
mucin. Since then, only a brief adden- 
dum has appeared reporting the prob- 
able improvement in a patient with 
nodular mucinosis (not scleromyxede- 
ma) following a short course of cyclo- 
phosphamide therapy (4,250 mg ad- 
ministered during six weeks). 

Cyclophosphamide is an alkylating 
agent related to melphalan and, like 
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it, has been used to treat multiple 
myeloma.” Some studies have shown 
cyclophosphamide to be more effec- 
tive than other alkylating agents in 
suppressing antibody synthesis." Re- 
cent papers have emphasized the 
focused cytotoxic effect of cyclophos- 
phamide on small- and medium-sized 
lymphocytes, particularly those asso- 
ciated with cell-mediated immuni- 
mo 2 

It is difficult to assign a precise role 
to cyclophosphamide in our patient's 
clinical course. In the patient of 
Feldman et al treated with melphalan, 
cutaneous improvement seemed to 
coincide with the fall in serum immu- 
noglobulin level. Our patient lacked 
this abnormal globulin in the serum, 
but may have had reduced synthesis 
of a globulin avidly bound in the 
dermis. Alternatively, it is tempting 
to speculate that the drug in our 
patient may have suppressed a cell- 
mediated corollary: activated lympho- 
cytes that were involved in stimu- 
lating mucin production rather than 
in antibody synthesis. Further study 
of patients with lichen myxedemato- 
sus, their lymphocytes and abnormal 
globulin, as well as their response to 
treatment may help to elucidate the 
nature of this fascinating disorder. 


This investigation was supported by research 
grant 5-K04-AM46210-02 from the Dermatology 
Foundation. 


Nonproprietary Names 
and Trademarks of Drugs 


Edetic — acid—Nullapons, 
Versene Acid. 

Hyaluronidase—Alidase, Diffusin, Enzo- 
dase, Hyazyme, Infiltrase, Wyadase. 

Melphalan—Alkeran. 


Sequestrene, 
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Chemotherapy for 


Advanced Kaposi Sarcoma 


Victor J. Lanzotti, MD; Luis T. Campos, MD; Joseph G. Sinkovies, MD; Melvin L. Samuels, MD 


e Kaposi sarcoma is a rare disorder, 
usually centrolied with conservative local- 
ized treatment. However, prognosis is 
serious for patients witm aggressive cuta- 
neous disease, and cminous for those 
with visceral involvement. Two cases of 
advanced Kaposi sarcoma are reviewed 
to illustrate a chemotherapeutic approach 
to patients with this disease. The first 
case represents a verfied response of 
visceral Kaposi sarcoma to chemother- 
apy. The second proviees an example of 
the control of aggressive dermatologic 
disease. 

(Arch Dermatol 111:7331-1333, 1975) 


RT sarcoma is typically a ger- 
iatric disorder, characterized by 
a chronie indolent eourse and rela- 
tively favorable prognosis. When lo- 
calized, life expectancy is ordinarily 
not affected by this cisorder, which is 
usually palliated with excisional 
biopsy and radiotherapy.’ Clinical 
reviews*? implicate Kaposi sarcoma 
as cause of death in 11% to 44% of pa- 
tients with this disease, but these fig- 
ures are possibly biased by referral of 
difficult cases to larg? treatment cen- 
ters. The paper by Erownstein et al' 
on 178 patient years ef follow-up in 56 
patients reports no deaths and no vis- 
ceral disease attributable to Kaposi 
sarcoma and emphaszes the ordinar- 
ily benign nature of this disorder. It 
is therefore essential to recognize the 
appropriateness of censervative ther- 
apy and the rarity cf a chemothera- 
peutic indication in these patients. 
However, a minority of patients de- 
velop either aggresswe cutaneous le- 
sions unsuitable or unresponsive to 


radiotherapy or visceral forms of Ka- 
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posi sarcoma. Visceral involvement is 
particularly ominous, with death 
likely in spite of irradiation’ or sys- 
temic chemotherapy.*' A chemother- 
apeutic approach to patients with the 
most malignant forms of this disease 
is reviewed here. 


REPORT OF CASES 


Case 1.—A 68-year-old man was referred 
to M. D. Anderson Hospital with Kaposi 
sarcoma. Violaceous elevations had first 
been noted on the soles of both feet 15 
months prior to referral. Three months 
later, a biopsy specimen from a grein le- 
sion showed typical histologic features of 
Kaposi sarcoma (Fig 1), and the first of 
several palliative courses of radiotherapy 
was administered. Just prior to referral, 
the patient developed right-sided pleuritic 
chest pain and nausea with occasional 
vomiting. 

Examination of the skin showed flat, 
pigmented areas on the feet, the lower ex- 
tremities, and right groin. Irradiation 
changes were apparent, and the residual 
lesions appeared inactive. Dullness and de- 
creased breath sounds were noted over the 
right hemithorax with a loud rub in the an- 
terior superior lung field. 

Chest roentgenogram (Fig 2, left) re- 
vealed a large right-sided pleural effusion. 
Thoracentesis yielded blood-tinged fluid 
with large numbers of malignant cells (Fig 
3) compatible with the sarcoma cells ob- 
served on skin biopsy. Barium swallow 
showed prominent gastric folds and sev- 
eral filling defects in the stomach and 
duodenum (Fig 4, left). At gastroscopy, 
several lesions with a vascular appearance 
were observed protruding into the lumen 
of the stomach and duodenum. 

Chemotherapy was initiated at monthly 
intervals according to the following sched- 
ule: intravenously administered doxorubi- 
cin, 60 mg/sq m on day 1; intravenously 
administered dacarbazine, 200 mg/sq m on 
days 1 to 5; and intravenously adminis- 
tered vincristine sulfate, 1.4 mg/sq m on 
days 1 and 5. Toxicity was minimal znd in- 
cluded temporary aggravation of pre-ex- 
isting nausea and reversible alopecia. Se- 


rial electrocardiograms and clinical 
examinations showed no signs of cardiac 
toxicity. The total doxorubicin dose 
reached 280 mg/sq meter. 

After five courses of treatment, chest 
pain, nausea, and vomiting had completely 
resolved. Repeat chest roentgenogram 
(Fig 2, right) showed complete resolution 
of the pulmonary involvement. Follow-up 
barium studies (Fig 4, right) demonstrated 
disappearance of most of the previously 
noted filling defects. Gastroscopy showed a 
decrease in the size, number, and vascular 
appearance of the gastric and duodenal le- 
sions. 

Because of a history of coronary artery 
disease, doxorubicin was deleted after the 
fifth cycle of chemotherapy. The patient 
was successfully maintained on dacarba- 
zine and vincristine sulfate alone for eight 
additional courses of therapy. Sixteen 
months after the initiation of chemother- 
apy, this patient’s disease recurred abrupt- 
ly, with death oecurring before an 
adequate trial with bleomycin sulfate and 
vinblastine sulfate. 

Case 2.—A 64-year-old man was referred 
to M. D. Anderson Hospital with recurrent 
Kaposi sarcoma after radiotherapy. Cuta- 
neous lesions were generalized in distribu- 
tion, with prominent involvement of the 
lower extremities and massive involve- 
ment of the lateral aspect of the left ankle 
(Fig 5, left). 

The patient was started on monthly sys- 
temic chemotherapy with mechloretha- 
mine hydrochloride, vincristine sulfate, 
prednisone, and procarbazine hydrochlo- 
ride. After two courses, considerable im- 
provement was apparent, but because of 
aggravation of diabetic control thought to 
be related to procarbazine hydrochloride, 
therapy was changed to dactinomycin, 0.5 
mg given intravenously on days 1 through 
5, and mechlorethamine hydrochloride, 10 
mg given intravenously on day 1 of each 
monthly cycle. After four cycles of the lat- 
ter therapy, the skin lesions demonstrated 
resistance, and therapy was changed to 10 
mg of intravenously administered vinblas- 
tine sulfate at monthly intervals and 15 
mg of bleomycin sulfate given intramuscu- 
larly twice weekly. A profound syncopal 
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Fig 2.—Left, Before therapy, extensive pleural effusion was present. Right, After five 


Fig 1.—Skin biopsy specimen from right courses of chemotherapy, complete resolution is noted (case 1). 


part of groin. Irregular vascular spaces 
lined by neoplastic endothelial cells (ar- 
row) characterize sarcoma (hematoxylin- 
eosin, original magnification x 200). 
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Fig 3.—Malignant cells in pleural effu- 
sion. Abnormal mitotic figure with exces- 
sive chromosomes may be noted in cell at 


left. Note enlarged nucleoli (Papanicolaou E } ; 
stain, original magnification x 640). Fig 4.—Left, Duodenal bulb. Note filling defects. Right, After five courses of chemo- 


therapy, previously noted filling defects have cleared (case 1). 








Fig 5.—Left, Locally aggressive lesions over lateral aspect of left ankle. Right, Net improvement after 14 months' therapy with three 
consecutive chemotherapeutic combinations (case 2). 
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episode following the third dose of vinblas- 
tine sulfate led to its discontinuation and 
the reduction of bleomycin sulfate to one 
dose weekly. A total blecmycin sulfate dos- 
age of 330mg was achieved. Improvement 
was again noted when the patient received 
bleomycin sulfate plus vinblastine sulfate 
and bleomycin alone. Fourteen months af- 
ter initiation of chemotherapy with the 
above series of combinations, the patient’s 
skin lesions had shown dramatic net re- 
gression (Fig 5, right). Two months later, 
the patiert died at another institution 
from an acute myocardial infarction. 


COMMENT 


To our knowledge. case 1 repre- 
sents the first verified response of vis- 
ceral Kaposi sarcoma to chemother- 
apy recorded in the literature. 
Visceral disease has repeatedly been 
associated with refractoriness to 
therapy and a grave prognosis. 
Among 152 patients collected in re- 
views by Cox and Hebwig,* Feuerman 
and Potruch-Eisenkract? and Rey- 
nolds et al; there were 17 patients 
with viseeral involvement, all cases 
terminating fatally without notable 
benefit from irradiation or chemo- 
therapy. The combination of doxo- 
rubicin and dacarbazine was chosen 
on the basis of recent data demon- 
strating synergism im a variety of 
sarcomas” Vincristine sulfate was 
added to the combination because of 
its differing toxicities and its demon- 
strated activity in Kaposi sarcoma." 
Within five treatment cycles, this pa- 
tient demonstrated an extraordinary 
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response verified by radiographic and 
gastroscopic follow-up. It is apparent 
that this three-drug combination de- 
serves further trial in visceral and 
other aggressive forms of Kaposi sar- 
coma, although cardiac toxicity' may 
compromise the use of doxorubicin in 
elderly patients with arteriosclerotic 
heart disease. The second patient, 
with aggressive cutaneous disease, 
demonstrates the cumulative  re- 
sponse and palliation that can be real- 
ized with sequential use of differing 
chemotherapeutic combinations. 
Chemotherapy for Kaposi sareoma 
has been studied extensively in Af- 
rica, where the disease constitutes up 
to 9% of all malignant tumors.” 
Mechlorethamine hydrochloride" was 
the first and most extensively tested 
agent used in this disorder, but the 
results have been disappointing. In 
randomized trials, dactinomycin was 
found superior to cyclophosphamide,” 
and dactinomycin plus vincristine sul- 
fate were found superior to dactino- 
mycin alone.” The combination of 
dactinomycin plus vincristine sulfate 
resulted in 13 responses to 14 trials 
with ten complete remissions. Five 
responses with dacarbazine'* were ob- 
served among ten patients who had 
been refractory to previous chemo- 
therapy.'* Recent trials with carmus- 
tine and bleomycin sulfate have fur- 
ther widened the spectrum of agents 
demonstrating activity in this dis- 
order, with response rates of 43% and 
60% respectively.'^ Although patients 
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in the cited African references ap- 
pear to have had extensive disease, 
none had clearly verified antemortem 
evidence of visceral involvement. On 
the other hand, the authors state that 
several patients in these African re- 
ports would be candidates for irradia- 
tion therapy if resources  per- 
mitted.'^'*"* This difference in 
selection criteria for chemotherapy, 
as well as demographic and possible 
clinical differences- between Afri- 
can and non-African patients with 
Kaposi sarcoma, makes extrapolation 
of the African chemotherapy data to 
the non-Afriean patient uncertain. 
Nevertheless, in conjunction with the 
available literature, the cases re- 
ported here indicate that Kaposi sar- 
coma is responsive to a wide spectrum 
of chemotherapeutic agents and that 
effective palliation is possible for this 
malignant disease in its most aggres- 
sive forms. The usually indolent 
course precludes systemic chemother- 
apy in the majority of patients with 
this disease. 
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e Various forms of true pemphigus 
have been reported to occur with myas- 
thenia gravis, with and without thymoma, 
more frequently than can be ascribed to 
chance. A 57-year-old woman with myas- 
thenia gravis in remission developed 
pemphigus foliaceus. No roentgenologic 
evidence of a thymoma was present. 
Antinuclear antibodies caused interfer- 
ence with indirect immunofluorescent 
determination of pemphigus antibody. 
Indirect immunofluorescent studies 
showed no evidence for cross-reactivity 
between intercellular substance antibody 
and thymic components, as is found in the 
case of antiskeletal muscle antibodies 
with thymic myoid cells. The concurrence 
of these two diseases may involve the 
failure of a subgroup of thymic-dependent 
lymphocytes to suppress underlying au- 
toimmune phenomena. 

(Arch Dermatol 111:1334-1339, 1975) 


Ir immunofluorescent tech- 
niques that use fluorescein-conju- 
gated antihuman IgG antisera show 
that virtually all patients with mod- 
erately active pemphigus vulgaris 
have circulating antibodies that bind 
specifically to the intercellular spaces 
of stratified squamous epithelia.’ 
This is also true for pemphigus vege- 
tans, pemphigus foliaceus, and pem- 
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phigus erythematosus.’ In general, 
the serum level of intercellular anti- 
bodies tends to parallel the activity of 
the disease. Direct immunofluores- 
cent studies have shown that the an- 
tibody is capable of localizing to the 
skin in vivo.‘ The earliest events in 
acantholysis that are responsible for 
the intraepidermal blistering in pem- 
phigus are believed to occur in the in- 
tercellular cement substance.* Results 
of ultrastructural studies with horse- 
radish peroxidase-labeled antihuman 
globulin antibody have confirmed 
that the distribution of the immuno- 
globulin deposits corresponds to the 
site of the primary disorder in pem- 
phigus.* Despite this strong indirect 
evidence for the pathogenetic role of 
pemphigus antibodies, passive trans- 
fer studies in monkeys have y:elded 
inconsistent results.'* 

Myasthenia gravis also has strong 
autoimmune associations. Strauss and 
his colleagues’ first discovered by im- 
munofluorescent techniques thzt pa- 
tients with myasthenia gravis fre- 
quently have autoantibodies directed 
against the cross striations of skeletal 
muscle. These findings have been con- 
firmed and expanded by others." 
Sera of myasthenia patients with an- 
tiskeletal muscle antibodies also react 
with identical components in thymic 
myoid cells? However, the anti- 
muscle antibodies alone are probably 
not directly responsible for the my- 
opathy since they are found in only 
about one third of the cases.'? Other 
autoantibodies, including antinuclear 
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and antithyroid antibodies, also oc- 
cur frequently.™ Lymphocytic infil- 
trates are consistently present in the 
muscle lesions, indicating a possible 
role for autoaggressive cell-mediated 
phenomena in this disease. Recent 
studies have shown that there is cellu- 
lar hypersensitivity to skeletal muscle 
in patients with myasthenia grav- 
is." Moreover, this disease is fre- 
quently associated with germinal 
center formation or tumors of the 
thymus. The central role of the 
thymus in the regulation of immune 
processes has been well established. 

We had a patient with myasthe- 
nia gravis who devetoped pemphigus. 
There is a growing body of evidence 
to indieate that these two diseases 
occur together more frequently than 
ean be ascribed to chance. Similar 
cases have been reported in the litera- 
ture.?.!9-2* 


REPORT OF A CASE 


A 57-year-old white woman was first 
seen in March 1974 because of a chronic ve- 
sicular eruption. It began in 1967 on her 
ankle, peeled continually for several 
weeks, and eventually healed. One year 
later, she developed s pruritic vesicular 
eruption on her shoulders and arms, which 
was diagnosed as cGermatitis herpeti- 
formis. She was treated with sulfoxone so- 
dium, which partially controlled her erup- 
tion. She-eontinued to take the sulfoxone 
without medical super-ision until August 
1973 when she came under the care of an- 
other dermatologist who discontinued use 
of the drug because of hematologic abnor- 
malities. Her vesicular eruption then 
flared and failed to respond to low-dose 
corticosteroid and antihistamine therapy. 

Past medical history disclosed that in 
1951 she developed epssodic diplopia and 
weakness of her arms and legs. After be- 
coming pregnant, she experienced a deteri- 
oration in her muscle strength. The diag- 
nosis of myasthenia gravis was established 
after a therapeutic trial of parenterally 
administered neostigmine methylsulfate 
produced prompt symptomatic improve- 
ment. The dose of neostigmine bromide re- 
quired to control her myasthenia ranged 
up to 485 mg/day. With time, the symp- 
toms improved and she-was gradually able 
to decrease the dosage. Since 1972, she has 
not required treatment for myasthenia 
and has had no symptoms of muscle weak- 
ness. 

Physical examination showed she had a 
generalized eruption on the trunk and ex- 
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Fig 1.—Small, flaccid bullae anc vesi- 
cles on back. Many have eroded leaving 
areas of erythema, scaling, and crusting. 


tremities, with relative sparing of the face 
and scalp. The primary lesion was a vesicle 
several millimeters in diameter on an 
erythematous base (Fig 1). The blisters 
seemed to increase in size, flatten, become 
eroded, and scale. There was no tendency 
toward grouping of the lesions, but many 
of the areas had a serpiginous border. 
Mucous membrane lesions were absent. 
Several crusted erosions were present on 
the face. Results of neuromuscular exami- 
nation were normal. 

A chest x-ray film and fluoroscopy dis- 
closed no evidence of thymoma. Laboratory 
studies showed normal values for complete 
blood cell count, blood sugar, blood urea ni- 
trogen, caleium, phosphorous, uric acid, 
cholesterol, total serum proteins, aloumin, 
bilirubin, alkaline phosphatase, lactie de- 
hydrogenase, and serum glutamic oxalo- 
acetic transaminase. The VDRL test for 
syphilis was nonreactive. Urinalysis find- 
ings were normal. 

A skin biopsy specimen showed a par- 
tially subcorneal, intraepidermal bulla with 
acantholysis present at the base as well as 
at the roof of the bulla (Fig 2 and 3). No 
suprabasalar acantholysis was present. 
There was prominent edema of the papil- 
lary dermis, and neutrophils were present 
in the papillary dermis and within the 
bulla. | 

Antismooth muscle, antimitochondrial, 
and antiparietal cell antibodies could not 
be detected in the patient's serum. Anti- 
striated muscle antibodies were present in 
an insignificant titer of 5 (N < 80). 

The clinical and histopathologic findings 
were consistent with the diagnosis of pem- 
phigus foliaceus. Therapy was imtiated 
with 120 mg of prednisone administered 
every other day. After two weeks of ther- 
apy, there was only moderate improve- 
ment, and the patient noted new bullae ap- 
pearing on the days she had not received 
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prednisone. When daily prednisone ther- 
apy was started, she gradually improved. 


IMMUNOFLUORESCENT STUDIES 


For immunofluorescent studies, 4- 
mm punch biopsy specimens were ob- 
tained from involved and uninvolved 
skin, immediately “snap frozen” then 
stored at —70 C until used. Direct im- 
munofluorescent studies of these tis- 
sues were performed with fluores- 
cein-conjugated anti-IgG, IgA, IgM, 
IgE, Clq, C3, C3PA, and fibrin anti- 
sera. The characteristics of these an- 
tisera have been described pre- 
viously.^* 

The IgE antiserum was raised in a 
rabbit against the Sephadex G 200 
void volume fraction of an IgE mye- 
loma protein (P.S.) This antiserum 
was absorbed with lyophilized normal 
human serum. Gel double diffusion 
against the IgE myeloma protein and 
an IgE reference serum demon- 
strated that the antiserum displayed 
a single line of identity. This anti- 
serum was conjugated with fluores- 
cein isothiocyanate according to the 
method of Clark and Sheppard.” 

The charaeteristics of the fluores- 
cein-conjugated antiserum are pre- 
sented in Table 1. The fluorescein to 
protein (F/P) molar ratio and protein 
content of the fluorescein conjugate 
were determined according to the 
method of Wells et al. The unitage 
titer determination was performed 
according to the method of Beutner 
et al.” 

Indirect immunofluorescent tech- 
niques with a fluorescein-conjugated 
rabbit antihuman IgG antiserum 
were employed to determine the pa- 
tient’s antinuclear and pemphigus 
antibody titers. Monkey esophagus 
and thyroid served as substrates. 

In addition, the influence of anti- 
nuclear staining upon the intensity of 
intercellular staining was deter- 
mined. Two types of experiments 
were performed: 

1. The patient’s serum was ab- 
sorbed with (1) a 1:1 mixture of calf- 
thymus native DNA and RNA and (2) 
nucleoprotamine. The serum was in- 
cubated with these reagents for one 
hour at room temperature and four 
hours at 4 C, then spun at 10,000 rpm 
for 15 minutes, and the supernatant 


1335 





decanted. The pemphigus antibody ti- 
ter was then determined. As controls, 
similar experiments were performed 
on known pemphigus sera. 

2. A high-titer antinuclear anti- 
body serum (300) from a patient with 
systemic lupus erythematosus was 
added to an equal quantity of two 
different high-titer pemphigus sera, 
which showed (antiepithelial staining 
at a titer of 640). The pemphigus anti- 
body titer was then determined, and 
the results of intercellular staining at 
low dilutions were compared to the 
results of staining with the same 
pemphigus serum to which the lupus 
erythematosus serum had not been 
added. 

The ability of the antinuclear anti- 
body to fix complement in vitro was 
performed as follows”: The patient's 
serum was layered over monkey 
esophagus, incubated at room tem- 
perature for 30 minutes, washed with 
three changes of phosphate-buffered 
saline solution (PBS)(pH 7.2). A fresh, 
normal serum was then layered over 
the monkey esophagus (as a source of 
complement). The tissue was then 
washed with PBS and stained with a 
fluorescein-conjugated rabbit anti- 
human C3. Calf thymus obtained at 
the slaughter house and stored at —70 
C was employed in an experiment 
to determine if pemphigus serum 
stained the thymic Hassal corpuscles. 
Seven pemphigus sera having an anti- 
epithelial antibody titer ranging 
from 20 to 640 were initially layered 
over the calf thymus, followed by 
washing in several changes of PBS 
(pH 7.2). These tissues were then de- 
veloped with a fluorescein-conjugated 
antihuman IgG antiserum. 


RESULTS 


Direct immunofluorescence of the 
involved skin demonstrated IgG in- 
tercellular staining. Other immuno- 
globulins, complement, or alternate 
pathway components could not be de- 
tected. Repeat biopsy of normal-ap- 
pearing skin ten days after the insti- 
tution of prednisone therapy, 120 mg 


administered every other day, again. 


demonstrated only IgG intercellular 
staining. No complement component 
staining was found. 

During the determination of the 
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pemphigus autoantibody titer a posi- 
tive antinuclear antibody titer (80) 
was noted. At low dilutions (ie, 1:10, 
1:20, and 1:40), the pemphigus auto- 
antibody was barely perceived (inter- 
ference phenomena). At higher dilu- 
tions (1:80), the pemphigus antibody 
pattern was readily seen and was pos- 
itive at a final titer of 320. 

Absorption of the patient’s serum 
with various nuclear components 
partially removed the antinuclear an- 
tibody (titer fell from 80 to 10). The 
pemphigus antibody could then easily 
be detected at a dilution as low as 1:10 
in the absorbed serum. 

The addition of a high-titer sys- 
temic lupus erythematosus serum to 
the two pemphigus sera resulted in a 
substantial diminution of the inter- 
cellular pemphigus staining at low di- 
lutions of 1:10 to 1:80; but the original 
pemphigus titer in these patients was 
reduced little, if at all, by this proce- 
dure (final titer 320). 

The patient’s antinuclear antibody 
pattern was speckled. This antibody 
failed to fix complement in in vitro 
studies. 

The pemphigus sera tested on the 
calf thymus failed to demonstrate 
any localization of IgG immuno- 
globulin to Hassal corpuscles. 

After eight weeks of treatment 
with prednisone, the patient’s pem- 
phigus was substantially improved. 
Results of repeat indirect immunoflu- 
orescent studies at that time showed 
a reduction in the pemphigus anti- 
body titer to 80, and the antinuclear 
antibody could only be detected in the 
neat (undiluted) serum. 


COMMENT 


The clinical features presented by 
this patient in combination with 
biopsy evidence of subcorneal acan- 
tholytic cells, positive direct immuno- 
fluorescent staining demonstrating in 
vivo fixation of IgG to the inter- 
cellular spaces of the epidermis, and a 
positive pemphigus titer of 320 estab- 
lish the diagnosis of pemphigus fo- 
liaceus. The history is consistent with 
myasthenia gravis, although the dis- 
ease was in remission when the pa- 
tient was first seen by us. 

The meaning of the presence of the 
antinuclear antibody is not known. It 


was a speckled pattern and had a fi- 
nal titer of 80. A speckled pattern is 
the most common antinuclear anti- 
body pattern encountered. In addi- 
tion, this antinuclear antibody, unlike 
those of most patients with active 
systemic lupus erythematosus (espe- 
cially those with nephritis) did not fix 
complement in vitro.^ There was no 
clinieal evidence of arthritis, fever, 
pleurisy, or renal disease. In essence, 
we had no evidence that the patient 
had systemic lupus erythematosus. 
Antinuclear antibodies, moreover, are 
commonly found in patients with 
myasthenia gravis. These are most 
frequently present in low titer, how- 
ever, and do not correlate with the se- 
verity of the disease." Peck et al also 
found antinuclear antibodies in seven 
of 24 patients with pemphigus, some 
in high titers.? However, in two previ- 
ously reported cases of pemphigus 
with myasthenia gravis, the patients 
developed systemic lupus erythema- 
tosus.^?? These two patients had 
pemphigus erythematosus, a disease 
that shares cutaneous clinical and im- 
munopathological features of both 
pemphigus and lupus erythema- 
tosus.** 

Serologically, this antinuclear anti- 
body produced a substantial inter- 
ference of the pemphigus staining. 
This finding was originally reported 
by Beutner et al^ The exact mecha- 
nism of this interference phenomena 
is unknown, but the findings from the 
nuclear absorption experiments and 
the results of addition of high-titer 
systemic lupus erythematosus serum 
to pemphigus serum indicate tha: this 
interference phenomenon seems to be 
related to the presence of the anti- 
nuclear antibody. 

The presence of pemphigus fo- 
liaceus in a patient with a history of 
myasthenia gravis and antinuclear 
antibody titer is highly unusual. 
Cases of pemphigus vulgaris and 
pemphigus erythematosus concurrent 
with myasthenia gravis, both with 
and without thymoma, have been re- 
ported (Table 2). No roentgenclogic 
evidence of a thymoma could be 
found in this patient. 

Although the number of cases of 
concomitant pemphigus and myas- 
thenia gravis is too small to draw def- 
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Fig 2.—Low magnification view of an acantholytic bulla in up- 
per epidermis (hematoxvlin-eosin, original magnification x 100). 
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Table 1.—Characteristics of Antisera Employed in Immunofluorescent Studies 


Protein Content 
in Fluorescence- 
Conjugated 


Globulin, mg/ml 


C3 
Fibrincgen 


Goat anti- 
rabbit 


* F/P indicates fluoreseein to protein. 


Unitage Dilutien 





+ Determined by gel difusion against 1 mg of IgE myeloma serum protein (P.S.). 


inite conclusions of causal relation- 
ships, certain featu-es common to 
several cases are worthy of mention 
(Table 2). In no case where sufficient 
data were reported tc determine tem- 
poral relations did the onset of skin 
lesions precede the myasthenia. In 
four cases (cases 1, s, 8, and 9) the 
skin lesions began socn after thymec- 
tomy for myasthenia gravis. In only 
two of these eases, 10wever, was a 
thymoma present (cases 1 and 6). The 
severity of the skin sions could not 
be correlated with the severity of the 
myasthenia or the type of pemphigus. 

In addition to thes cases of pem- 
phigus and myasthen®, three cases of 
pemphigus vulgaris have been re- 
ported in patients with thymoma but 
without myasthenia. ^^ In one of 
these cases, the patiert had low titers 
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of antiskeletal muscle antibody." 
Conversely, Whittingham and Mac- 
Kay found low titers (up to 15) of 
pemphigus antibody in the sera of 
two patients with myasthenia gravis 
without clinical evidence of pem- 
phigus; one of these patients had a 
thymoma and one had thymttis.* 
Thivolet et al reported the presence 
of pemphigus antibody in titers of 10 
to 50. in the sera of five of 32 
myasthenic patients." The combina- 
tions so far recorded thus include (1) 
active pemphigus with myasthenia, 
(2) active pemphigus with thymoma, 
(3) active pemphigus with myas- 
thenia and thymoma, (4) pemphigus 
antibody with myasthenia, (5) pem- 
phigus antibody with myasthenia and 
thymitis, and (6) pemphigus antibody 
with thymoma and myasthenia. It is 
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Fig 3.—Higher power view demonstrating acantholytic epider- 
mal cells in bulla cavity (hematoxylin-eosin, original magnifica- 


likely that all of these represent vari- 
able expressions of a basic immuno- 
logical phenomenon. 

The autoantibodies could arise sec- 
ondary to a primary insult of the 
thymus, eg, thymitis. The thymus 
contains myoid cells and Hassal cor- 
puscles, structures greatly similar in 
appearance te muscle and epidermis, 
respectively. Hassal corpuscles are 
remnants of the epithelial portion of 
the primordial thymus, which is be- 
lieved to have contributions from 
both ectoderm and entoderm.* The 
inflammation could result in hidden 
antigens being released or alteration 
of normal tissue with the subsequent 
generation of autoantibodies. 

Our inability to demonstrate anti- 
genic cross-reactivity between squa- 
mous epidermal intercellular anti- 
body and the intercellular spaces of 
Hassal corpuscles is evidence that 
militates against the hypothesis that 
altered normal constituents of the 
thymus serve as the antigenic source 
for the development of various auto- 
immune phenomena. Admittedly, the 
antigenic material contained in the 
calf thymus may not include the ap- 
propriate antigen. However, various 
heterologous squamous epithelia have 
served as an excellent source for dem- 
onstrating pemphigus antibodies, and 
one would not expect the bovine epi- 
thelium to be different. 

A good deal of evidence has been 
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* + indicates present; —, absent; ?, not r 


T Case details not reported. 


presented in the literature indicating 
that the thymic or T-dependent lym- 
phocytes play an important role not 
only in delayed hypersensitivity but 
also in autoimmune regulation (thy- 
mic suppressor cells) and antibody 
formation (T-cell-helper function). A 
second alternative, therefore, is that 
the defect in this spectrum of disease 
resides in a failure of T cell function, 
specifically, a defect in a subpopula- 
tion of T cells whose function is 
to suppress autoimmune phenomena. 
This T cell defect could conceivably 
result in a failure to recognize self 
from nonself and become manifest as 
T cell autoaggressive activity against 
skeletal muscle as well as auto- 
antibody formation against muscle, 
nucleoproteins, DNA, and epidermal 
intercellular "cement." Such a con- 
cept of loss of T cell suppression is 
supported by the observation in NZB 
mice that the universal development 


l. Beutner EH, Jordon RE: Demonstration of 
skin antibodies in sera of pemphigus vulgaris pa- 
tients by indirect immunofluorescent staining. 
Proc Soc Exp Biol Med 117:505-510, 1964. 

2. Peck SM, Osserman KE, Weiner LB, et al: 
Studies in bullous diseases: Immunofluorescent 
serologic tests. N Engl J Med 279:951-958, 1968. 

3. Beutner EH, Chorzelski TP, Jordon RE: Au- 
tosensitization in Pemphigus and Bullous Pem- 
phigoid. Springfield, Ill, Charles C Thomas Pub- 
lisher, 1970, pp 69-81. 
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Table 2.—Reported Cases of Concurrent Pemphigus and Myasthenia Gravis* 


Case/Sex/ Type of Muscle 
Source Age, yr Pemphigus Thymoma ANA Antibody 
Beutner et al?’ 1/M/45 Erythematosus + + + 
Peck et al? 2/F/38 Vulgaris ak 0 2s 
3/F/43 Undetermined r5 0 T 
Vulgaris 
Hausmanowa- 6/M/48 Erythematosus + + 4 
Petrusewicz20 
Jablonska et al?! 7/F/31 Erythematosus + + ++ 
Jablonska et al22 8/M/40 Erythematosus 0 0 
Ridley 197023 9/F/38 Vulgaris — 0 0 
Vetters et al24 10/F/40 Vulgaris + + + 
Present case 11/F/57 Foliaceus 





of anti-DNA antibodies can be en- 
hanced by neonatal thymectomy. The 
onset of the anti-DNA antibodies can 
be temporarily retarded in these thy- 
mectomized mice by a syngeneic thy- 
mie transplant from a 2-week-old 
mouse. Thymus glands taken from 10- 
week-old mice, however, failed to in- 
hibit anti-DNA antibody formation. 
Results of these experiments suggest 
that there is a thymic dependent sup- 
pressor function present in fetal 
thymus that inhibits autoantibody 
formation. This suppressor function 
is lost with age in NZB mice.” 

A second subpopulation of T cells 
may also be affected. These are T cells 
responsible for mounting a cell-me- 
diated inflammatory response to spe- 
cific and nonspecific mitogens (eg, 
phytohemagglutinin). Unfortunately, 
the extent of this patient’s disease 
precluded skin testing, and there was 
insufficient time to prepare for in 
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vitro lymphocyte studies to assess T- 
cell-mediated responses prior to corti- 
costeroid treatment. The patient de- 
scribed by Stillman and Baer had 
pemphigus and thymoma and normal 
delayed hypersensitivity, as deter- 
mined by skin tests and sensitization 
to 24-dinitrochlorobenzene. Other 
adults with thymoma and myasthenia, 
however, have been shown to have de- 
fects of cell-mediated immunity lead- 
ing to the development of chronic mu- 
cocutaneous candidiasis. +-+ 
Whatever the basic origin of these 
serologic abnormalities, the concur- 
rence of these rare diseases, pem- 
phigus and myasthenia gravis, with 
or without a coexisting thymoma, has 
been reported with a frequency 
unexplainable by chance alone. 
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second line from the bottom of column 2 should read “In one 
form of acquired angioneurotic edema, im patients with 
lymphosarcoma, C4 has also been found to be low.*” In the 
published article, another statement was printed where the 
above bold-faced words were intended. 
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Ulnar Neuropathy After 
Liquid Nitrogen Cryotherapy 


Maj Pasquale F. Finelli, MC, USAF 


* Ulnar neuropathy after liquid nitrogen 
cryotherapy for verruca vulgaris (common 
wart) overlying the ulnar nerve at the 
elbow resulted in much disability from 
sensory and motor deficits. 

(Arch Dermatol 111:1340-1342, 1975) 
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N* reported two cases of neuro- 
pathy following liquid nitrogen 
cryotherapy with the neuropathy be- 
ing limited to a small sensory nerve of 
the finger (digital proper nerve). He 
alluded to the theoretical possibility of 
injury to larger (motor and sensory) 
subcutaneous nerves in a similar 
fashion but believed that a thicker 
subcutaneous tissue in these areas, as 
compared with the finger, would be a 
protective factor. 

To my knowledge, this appears to be 
the first reported case of a neuropathy 
following liquid nitrogen cryotherapy 
for a skin lesion involving a mixed 
motor and sensory nerve (ulnar 
nerve). 

The widespread use of liquid nitro- 
gen cryotherapy for an assortment of 
skin lesions? would lead one to expect 
a higher incidence of nerve injury; 
however, this is not reflected in the 
literature. 

To avoid such disabling neuropath- 
ies, precautions with liquid nitrogen 
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and alternate methods of treatment 
depending on the location of the lesion 
are considered. Reference is made to 
the pathophysiology as well as differ- 
ing nerve fiber susceptibility of cryo- 
therapy on peripheral nerves. 


REPORT OF A CASE 


A 21-year-old right handed male college 
student was seen in neurologic consulta- 
tion six months following liquid nitrogen 
removal of a wart at his right elbow. The 
patient stated that, with his right arm 
flexed at the elbow, he received approxi- 
mately ten cotton-swab applications of 
liquid nitrogen in about a two-minute 
period. There was no pressure applied with 
the swab. Just after the procedure, the 
patient deseribed a dizzy, sweaty, faint 
feeling associated with a tingling sensa- 
tion in the last two fingers of his right 
hand—as though he had "bumped his funny 
bone." This dysesthetic tingling numb 
feeling persisted for two days, leaving 
numbness that has remained unchanged to 
the present. Immediately following the 
treatment, there was clumsiness and weak- 
ness of the right hand shown by difficulty 
holding a pen, spoon, or fork. This 
dexterity and motor difficulty was maxi- 
mal during the initial two days following 
the wart removal and has improved there- 
after, despite progressive wasting in his 
hand (Fig 1). 


Neurologic Examination Results 


Directly over the ulnar nerve at the right 
elbow, a well-healed 1-cm ovoid hyperpig- 
mented scar was evident (Fig 2). The ulnar 
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Fig 1.—Interossei irvolvement of right 
hand as evidenced by marked atrophy of 
first dorsal interosseus muscle. 


Fig 3.—Areas of su»cutaneous nerves 
where cryotherapy fer skin lesions is 
cautioned. Damage to serves in such loca- 
tions may result in noticeable sensori 
motor disability. 





—a 








Fig 2.—Scar of wart overlying right ulnar 
nerve as it courses through ulnar groove. 





nerve at the right elbow was easily 
palpated just beneath the skin in a shallow 
ulnar groove and associated with a positive 
Tinel sign not present on the left. There 
was obvious wasting of the intrinsic hand 
musculature and hypothenar group. Weak- 
ness was present in all muscles innervated 
by the ulnar nerve at the hand, most 
prominent in the adductor pollicis, interos- 
sei, abductor digiti minimi, and opponens 
digiti minimi. However, the flexor digi- 
torum profundus and flexor carpi ulnaris 
functions were intact. Light touch was 
decreased by approximately 85% over the 
entire fifth and ulnar half of the fourth 
finger extending to just below the wrist. 
Pinprick was hyperpathic and dysesthetic 
over the same area while two-point 
discrimination, vibratory, and position 
senses remained intact. 


COMMENT 


Heretofore, liquid nitrogen has not 
been considered in the list of causes of 
iatrogenic neuropathies? Grimmet* 
has shown the depth of skin necrosis 
not to exceed 2 mm when liquid 
nitrogen is applied without pressure 
by cotton swab; however, pressure was 
noted to increase the extent of necro- 
sis. Once the nerve is involved, 
vascular stasis and ischemia as well as 
a direct eryolytic effect on myelin and 
nerve enzyme systems are thought to 
account for the cryoinjury? The 
resulting histologic changes are of a 
second-degree type with destruction 
of axon and myelin while fibrous 
connective tissue structures remain 
relatively intact.* 
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The experimental work of Douglas 
and Malcolm’ regarding differential 
susceptibility of various nerve fibers 
with localized cooling demonstrated 
the A fibers are affected at higher 
temperatures than C fibers. More 
specifically, A-8 first followed by A-y, 
then A-2, and finally A-a fibers. This 
correlates closely with the clinical 
findings in this case as the most 
severely involved modality was light 
touch (A-5, A-y, and A- fibers) while 
the A-a fibers subserving vibration, 
position, and two-part discrimination 
and C fibers for pain were the least 
affected. 

Immobility of the nerve in the ulnar 
groove of the flexed arm, shallowness 
of the ulnar groove with sparse subcu- 
taneous tissue, and location of the 
wart directly over the ulnar nerve are 
contributing factors to be considered 
in this case. Extension of the arm 
relaxing the glabrous skin in this area 
would have provided for easy displace- 
ment of the lesion to either side of the 
nerve. At sites where the underlying 
nerve may be jeopardized as when 
adequate displacement of the skin 
lesion is not possible, liquid nitrogen 
should not be used. Although several 
nerves may be injured by cryotherapy 
as they run subcutaneously,' those of 
special importance because of their 
mixed sensory-motor function include 
the ulnar nerve at the elbow and the 
common peroneal nerve at the head of 
the fibula (Fig 3). Involvement of the 


ulnar nerve, especially of the domi- 
nant hand, with the associated loss of 
dexterity, weakness, and sensory im- 
pairment, is extremely disabling. 

Alternate methods of treatment for 
such skin lesions overlying superfi- 
cially located major nerve branches 
include electrodesiccation and curet- 
tage, freezing with carbon dioxide, 
topical cantharidin or trichloroacetic 
acid, or simply no therapy. The theory 
of using carbon dioxide (—78 C vs 
—196 C for liquid nitrogen) is support- 
ed by experimental cryosurgery nerve 
lesions at higher temperatures result- 
ing in partial or no loss of function 
and regenerating more rapidly than 
nerve damage at lower tempera- 
tures.* 
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Metronidazole Therapy for 


Cutaneous Leishmaniasis 


James K. Pedersen, M), Stephen Sawicki, MD 


è A man acquired cutaneous leishma- 
niasis in Afghanistam The disease in- 
volved two sites and r»mained active for 
seven months. Treatment with metronida- 
zole was followed by resolution of the skin 
lesions in one month. 

(Arch Derma*ol 1112 343-1344, 1975) 


ecent reports indicate that 
leishmaniasis i- being seen with 
greater frequency vithin the United 
States." Numerous drugs have been 
used with varying degrees of success 
in the treatment of <his disorder? At 
present, the antimenial compounds 
appear to have widest acceptance in 
treatment of this disorder. These 
compounds, unfortenately, have a 
high degree of toxrity. Two recent 
studies have reported success in the 
treatment of cutanesus leishmaniasis 
with metronidazole.-° Both of these 
studies involved cases of American 
leishmaniasis. We xecently had the 
opportunity to see 2 young man who 
developed cutaneous leishmaniasis 
while living m Afgaanistan. The le- 
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sions appeared to be unresolving and 
were causing the patient some dis- 
comfort. As a result, we treated the 
patient with metronidazole. 


REPORT OF A CASE 


A 26-year-old white man had been in Af- 
ghanistan with the Peace Corps for four 
years. Seven months prior to returning to 
the United States, the patient developed 


Fig 1.—Tissue section demonstrating 
numerous organisms within dermis 


(Giemsa, x 425). 
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two nonhealing 1.5- to 2-em ulcers, one on 
the right index finger and the second on 
the left cheek. The patient could not re- 
member any trauma or insect bites at the 
sites of the ulceration. 

Both ulcers had red raised borders and 
were painless. There was a serous crust 
present in the central portion of the ulcers, 
and no lymphadenopathy was found. 

Serapings were made at the edge of the 
uleer and the material gathered was cul- 
tured in Nicolle Novy McNeal (NNN) me- 
dium. A smear of the same material was 
stained with Giemsa. On examination of 
the Giemsa-stained specimen, large his- 
tiocytic cells whose cytoplasm was filled 
with  Leishman-Donovan bodies were 
found. Three millimeter punch-biopsy 
specimens of the lesions were taken prior 
to treatment and also at the end of the sec- 
ond course of treatment. One week later, 
Leishmaniads were found to be growing in 
the NNN culture medium. 


Laboratory Findings 


The results of complete blood cell count 
prior to and at the end of each treatment 
period were within normal limits. The se- 
rologic test for syphilis was nonreactive. 
Urinalysis results were within normal lim- 
its, and the chest x-ray film was normal. 


Treatment 


Three ten-day courses of metronidazole, 
250 mg given orally three times a day, 
were administered; there was a ten-day 
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Fig 2.—Tissue section after treatment; no organisms can be found at this time (Giemsa, 


x 425). 


rest period between courses. The patient 
had improved rapidly at the end of the 
first course of therapy by showing less 
erythema and a decrease in size of the ul- 
cers. At the end of the second course of 
therapy, the ulcers had reepithelialized. 
The section from a punch biopsy specimen 
taken at this time showed no Leishman- 
Donovan bodies. At the end of the third 
treatment period, culture studies failed to 
show any growth of organisms from previ- 
ously involved tissues. 


Histologic Findings 


Sections from the initial punch biopsy 
specimen taken from the edge of the ulcer 
and stained with Giemsa were examined 
and found to contain a heavy infiltrate of 
histiocytes and lymphocytes as well as 
scattered neutrophils in the upper dermis. 
The specimen (Fig 1) was loaded with 
Leishman bodies present both within his- 
tiocytes and extracellularly, as had been 
demonstrated previously with the Giemsa 
stain on the smear. Sections from a biopsy 
specimen taken 31 days after the second 
course of treatment had been completed 
showed a granulomatous reaction, but no 
organisms could be demonstrated (Fig 2). 


1344 Arch Dermatol—Vol 111, Oct 1975 


COMMENT 


The natural course of cutaneous 
(oriental) leishmaniasis has been fre- 
quently described. The lesions are 
said to begin resolving spontaneously 
within six months of onset.* The drug 
treatment currently recommended 
for this disorder by the Center for 
Disease Control in Atlanta, Georgia, 
is treatment with sodium stibogluco- 
nate, a potentially toxic pentavalent 
antimonial compound. When dealing 
with the more severe, mucocutaneous 
and visceral, forms of leishmaniasis, 
the use of this toxic drug may be 
found more readily acceptable than 
its use in treating the more benign 
cutaneous form of the disease. 

One of the characteristic cutaneous 
lesions of leishmaniasis is a deep, 
punched-out ulceration covered by a 
thick fibrin crust with a raised red 
border. Those lesions are unsightly 
and uncomfortable. Therefore, we 
thought it desirable to treat the pa- 
tient. Reports of the successful use of 


metronidazole for the treatment of 
this disease*^ offered us the opportu- 
nity to treat the patient with a drug 
with relatively low toxicity. We 
treated the patient with metronida- 
zole using the schedule suggested by 
Long.' The ulcers healed, and exami- 
nation of histologic sections showed 
that the organisms disappeared in 
less than one month. The most rapid 
healing occurred in the first week. 
Following the second course of treat- 
ment the lesions reepithelialized. 
However, some dusky redness and 
slight elevation of the lesions re- 
mained. On the basis of the clinical 
appearance, we elected to give the pa- 
tient a third course of metronidazole. 
At the end of this period, the lesions 
were even less red and were flatter. 
Specimens of aspirate from the most 
active appearing lesion on the :ndex 
finger failed to grow organisms on 
NNN medium during culture studies. 
Follow-up, one month following the 
patient's final course of metronida- 
zole, showed continued clinica. im- 
provement of both lesions. It should 
also be noted that the patient experi- 
enced no observable side-effects from 
his treatment. 


Carrie E. James assisted in the isolatior of the 
organisms. 


Nonproprietary Name 
and Trademark of Drug 


Metronidazole—Flagyl. 
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Treatment of Nocardial Mycetoma With 
Trimethoprim and Sulfamethoxazole 


Prasop Nitidandhaprashas, MD, Duangta Sittapairochana, MD 


e Two cases of necardial mycetoma 
were successfully treeted with a mixture 
of trimethoprim and sulfamethoxazole 
(Bactrim). The patient in case 1 showed 
resistance to treatment with antibiotics 
and sulfamethoxypyricazine, and the cau- 
sal agent of the disease could not be 
isolated. In case 2, boae involvement was 
seen; the causal agert was N asteroides. 
No adverse effects of tne drug occurred in 
a perioc of treatment ranging from three 
to nine months. 

(Arch Dermatol 1111345:1348, 1975) 


vag aie Pr Manni or dap- 
sone*-* have been regarded as the 
drugs of choice in the treatment of 
mycetoma caused dy the Nocardia 
species. However, the results have not 
been uniformly successful. Recently, 
a mixture of trimethoprim and sul- 
famethoxazole (Baetrim) has been 
used with success ir the treatment of 
actinomycetoma*' and systemic no- 
cardiosis."" This paper reports the 
successful treatmert of two cases of 
nocardial mycetoma with this mix- 
ture. 


REPORT OF CASES 


Case |.—A 27-year-ald woman was ad- 
mitted to the Bhumibel Adulyadej Hospi- 
tal on Sept 14, 1971, for evaluation of a 
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chronic infection of the left foot of eight 
years’ duration. 

In May 1963, she developed a post- 
traumatic abrasion on the lateral aspect of 
the left ankle, which was followed by 
swelling and the growth of multiple nod- 
ules. The nodules later developed craining 
sinuses, and the involved area gradually 
enlarged. She had been treated with pro- 
longed high doses of antibiotics and sul- 
famethoxypyridazine at other hospitals 
without beneficial effects. Therapy with re- 
peated curettage and electrodesiccation 
had also been ineffective. 

The family history, past medical history, 
and review of systems were noncontribu- 
tory. 

On admission, she was found to have a 
tumefaction of the left foot, accompanied 
by multiple nodules of varying size (Fig 1, 
left). The nodules were present around the 
left ankle and on some areas of the leg. 
Some of the nodules showed central drain- 
ing sinuses. The lesions were slightly ten- 
der and most were firm. There was no re- 
gional adenopathy. 

The results of the laboratory studies 
were within normal limits for complete 
blood cell counts, urinalysis, fasting blood 
glucose, and blood urea nitrogen. VDRL 
test for syphilis was nonreactive. Chest x- 
ray film gave normal findings, and roent- 
genograms of the affected area showed no 
bone involvement. 

Tissue sections stained with hematoxy- 
lin and eosin showed basophilic granules 
surrounded by neutrophils. A Gram stain 
showed Gram-positive filaments embedded 
in a Gram-negative amorphous matrix of 
the granules. Both the filaments and the 
matrix were acid-fast. Cultures failed to 
grow the causal organism. 

In the hospital, the patient was initially 
treated with sulfamethoxypridazine, 500 
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mg daily, and 250 mg tetracycline every 
six hours for three weeks without benefi- 
cial effects. At this stage, it was decided to 
use only the trimethoprim-sulfamethoxa- 
zole mixture in the treatment. Beginning 
on Oct 7, 1971, the drug (one tablet con- 
tains 80 mg of trimethoprim and 400 mg of 
sulfamethoxazole) was administered to the 
patient in a dose of two tablets twice daily, 
and the patient was instructed to increase 
her fluid intake. Within two weeks of 
starting treatment with the drug, less 
drainage of the lesions was seen. By the 
first month of treatment, the lesions were 
softer and had a less sharply defined edge. 
The improvement continued on this ther- 
apy, and all lesions healed by the third 
month of treatment (Fig 1, right). No tox- 
icity or side-effects of the drug were no- 
ticed during therapy. The blood cell counts 
remained within normal limits. She was 
discharged frem the hospital with a clinica! 
cure and was lost to follow-up. 

CasE 2.—A 20-year-old man was first 
seen at the Skin Clinic of the Institute of 
Dermatology on July 17, 1973, complaining 
of progressive swelling of the left index 
finger and of multiple discharging sinuses 
that had been present for two years. 

The lesion was first noticed as a small. 
red nodule on the lateral aspect of the 
proximal part of the finger. Painful swell- 
ing and multiple draining sinuses followed. 
and the involved area gradually enlarged. 
There was no history of local trauma, and 
the patient was otherwise well. 

Physical examination showed a healthy- 
appearing man with pertinent findings 
confined to the left index finger (Fig 2. 
left). The girth of the finger was 19 cm. 
whereas that of the right one was 6 cm. 
There was no regional adenopathy. 

Roentgenogram of the left index finger 
showed hypertrophy of cortices of the 


1345 








mixture (case 2). 


proximal phalanx, blurring of the articular 
surfaces of the proximal interphalangeal 
joint, and substantial soft-tissue swelling 
of the proximal three-fourths of the finger 
(Fig 3, left). 

Histologic sections stained with hema- 
toxylin and eosin showed basophilic gran- 
ules surrounded by an infiltrate composed 
mostly of neutrophils (Fig 4). A culture of 
the biopsy specimen tissue grew N aste- 
roides. 

Because of the senior author's experi- 
ence with case 1, we decided to treat the 
patient with the trimethoprim-sulfame- 
thoxazole mixture (one tablet contains 80 
mg of trimethoprim and 400 mg of sul- 
famethoxazole) in a dose of two tablets 
twice daily. Treatment with the drug was 
started on Aug 17, 1973. The discharge and 
pain had decreased and disappeared within 
one and two months of treatment respec- 
tively. A biopsy specimen taken a month 
after starting therapy showed no granules, 
and cultures of the biopsy specimen tissue 
gave negative findings. Two months after 
treatment, the sinuses had completely 
healed, and no new lesions had appeared. 
The maximum girth of the finger had re- 
duced from 18 em at the third month of 
treatment to 7.7 em by the eighth month 
(Fig 2, right). 
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Fig 2.—Left, Mycetoma caused by N asteroides of left index finger of two years' duration 


Roentgenogram of the index finger on 
March 19, 1974 (seven months after start- 
ing treatment) showed a considerable de- 
crease in the soft tissue swelling, and an 
improvement of the bone lesions (Fig 3, 
right). 

No undesirable effects of the drug oc- 
curred during a period of nine months of 
treatment. 


COMMENT 


Trimethoprim (a diamino pyrimi- 
dine derivative) is one of a series of 
compounds first fully described by 
Roth et al'* in 1962. It is known to in- 
hibit the activity of bacterial dihy- 
drofolate reductase.'*'? It interferes 
competitively with the conversion of 
dihydrofolic acid to tetrahydrofolic 
acid, the precursor of leucovorin cal- 
cium (folinie acid), as stage in the se- 
quence leading to the synthesis of pu- 
rines and ultimately to that of DNA. 
This stage immediately follows the 
stage that is inhibited by sulfa- 
methoxazole. In all species, tetra- 
hydrofolic acid is reoxidized to di- 
hydrofolic acid in the synthesis of 
thymidylate. The enzyme dihydrofo- 
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Right, Three months after treatment with drug mixture (case 1). 
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late reductase is essential to the 
maintenance of tetrahydrofolic acid 
pools. 

Sulfamethoxazole, like all the sul- 
fonamides, competitively inhibits the 
utilization of aminobenzoic acid 
(PABA) by bacteria in the synthesis 
of folic acid. It inhibits the folic acid 
biosystem at the stage where amino- 
benzoic acid combines with a pteri- 
dine hydroxide to produce dihydrofo- 
lic acid. 

In combination, the two drugs 
exhibit in vitro and in vivo syn- 
ergism.'*"* Sulfamethoxazole is the 
sulfonamide of choice for the combi- 
nation since it has similar pharmaco- 
kinetic properties to trimethoprim, 
which potentiates and is potentiated 
by sulfamethoxazole. 

The combination of these drugs in a 
ratio of one to five has been found to 
be the optimum for clinical efficaey of 
the drug in the treatment of various 
bacterial infections. Tablets contain- 
ing 80 mg of trimethoprim and 400 
mg of sulfamethoxazole were first 
marketed in the United Kingdom in 
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October 1968, and later in other coun- 
tries.^^?' The standard dosage for 
adults is tw» tablets twice daily 
(morning and evening), a total dose 
of 320 mg of =rimethoprim and 1,600 
mg of sulfamethoxazole daily.’ 

In 1969, Genzález Ochoa and Ta- 
mayo? first reported the successful 
use of the mixture in treating myce- 
toma caused oy N brasiliensis. The 
following year, Murray and Mah- 
goub* cenfirmed the drug's efficacy 
in the treatment of actinomycetoma. 
These authors pointed out that trim- 
ethoprim and sulfamethoxazole is su- 
perior to dapsone in the treatment of 
those diseasesscausec by Streptomyces 
somaliensis and S pelletierii, but in 
Khartoum, where the causal agents 
are more likely to be N caviae and N 
brasiliensis rather than N asteroides, 
dapsone has given better results. 
Other authors" have also reported 
the successful treatment of systemic 
nocardiosis caused by N asteroides 
with this drug mixture. The levels 
of sulfonamiee required to inhibit 
growth of the orgarism are reduced 
manyfold when in the presence of 
trimethoprim, even at low concentra- 
tions.'??: 

In 1973, Mahgoub: described five 
patients with actinomycetoma who 
responded to -he drug mixture in a 
dose of two tablets twice daily. Com- 
plete cure was obtained in each pa- 
tient in a per-od of treatment rang- 
ing from 8 to 21.5 menths. Treatment 
was not witheut side effects. A sub- 
stantial decrease in white blood cells 
and hemoglobin was noticed in one 
ease, and leukopenia alone was seen 
in another. Mo signs of recurrence 
have been noted sine treatment was 
stopped. The causative agents in- 
volved were Axtinomadura madurae, 
A pelletierii, N brasiliensis, and 
Streptomyces somaliensis. 

Our two pstients with nocardial 
mycetoma skowed a remarkable 
response to  trimethoprim-sulfa- 
methoxazole chemotherapy. Patient 1 
had not responded to trials of pro- 
longed high doses of antibiotics and 
sulfamethoxypyridazine, and also to 
repeated currettage and electrodes- 
iccation. But en using only the drug 
mixture, there was almost complete 
recovery by -he end of the third 


Arch Dermatoi—Vol 111, Oct 1975 





Fig 3.—Left, Roentgenogram showing hypertrophy of cortices on proximal phalanx, 
blurring of articular surfaces of proximal interphalangeal joint, and substantial soft-tis- 
sue swelling of proximal three-fourths of index finger. Right, Seven months after treat- 
ment with drug mixture (case 2). 


Fig 4.—Granules surrounded by infiltrate composed mostly of neutrophils (hematoxy- 
lin-eosin, original magnification x 125) (case 2). 
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month of treatment. The patient was 
unavailable for follow-up. Patient 2 
showed a clinical cure after four 
months of treatment. The patient has 
been followed up for nine months and 
has shown no recurrence of the condi- 
tion. The causal organism of case 1 
was one of Nocardia species, and that 
of case 2 was N asteroides. 

The duration of chemotherapy of 
mycetoma is the key. Prolonged 
treatment is essential. Treatment 
should be extended well beyond a 
clinical cure in anticipation of eradi- 
cating any latent foci. Mahgoub' con- 
tinued to give the drug mixture for 
six to eight weeks more after a clini- 
cal cure. Patients should be followed 
up about every three months for signs 
of recurrence. 

The mechanism of action in trim- 
ethoprim-sulfamethoxazole chemo- 
therapy of nocardial mycetoma 
probably depends on substrate com- 
petition for aminobenzoic acid and 
inhibition of microbial dihydrofolate 
reductase. The ultimate effect of 
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microorganisms is to deprive them of 
folate coenzymes. Various biosynthet- 
ic reactions vital to cellular growth 
and survival cannot take place if the 
pool of tetrahydrofolate cofactors 
falls below a critical level. We also fa- 
vor the concept of "thymineless" 
death of cells, resulting from failure 
to methylate the deoxyuridylate to 
thymidylate, caused by inhibition of 
dihydrofolate reductase.**” The drug 
in a conventional dose does not sub- 
stantially damage folate metabolism 
in the host.*° 

Adverse reactions have been 
mainly those expected from a sul- 
fonamide of relatively low  tox- 
ieity."' Rashes, glossitis, and gas- 
trointestinal symptoms are common; 
hepatitis is rare. 

Hematological reactions consist 
mainly of leukopenia and throm- 
bocytopenia. Changes in folate me- 
tabolism appear more likely to occur 
with prolonged therapy," and the 
changes can be corrected or pre- 
vented by leucovorin calcium.*?*:?5:9? 
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Deterioration of renal function was 
supported recently in 16 patients 
treated with the mixture. The au- 
thors suggest that the drug should 
not be used when the serum creati- 
nine level is above 2 mg/100 mL 

Clinical experience with the drug 
does not give cause for any undue 
concern about its safety in therapeu- 
tic use.^? Mahgoub’ stated that 
trimethoprim and sulfamethoxazole 
is safer than dapsone, which is 
also effective in certain cases of 
actinomycetoma. 

Hematological studies should be re- 
peated at monthly intervals, and leu- 
covorin calcium should be available 
for use as indicated. 

With encouraging advances in 
chemotherapy, amputation should be 
a last resort. 


Major General Noi Panikbutr, director of the 
Bhumibol Adulyadej Hospital, and Dr. Renoo 
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It’s here- 

>enzoy! peroxide in a stable, unique gel vehicle 

linically as effective as tretinoin cream in reducing 

acne lesions, including comedones, on unselected 
Patients. 


Doro on file Texas Pharmocal'Comporv Medical Department. 
See last page for ful prescribing information. 
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...8 Unique gel vehicle for 
benzoyl peroxide proven 
effective without excessive 
drying and peeling. 


Persa-Gel. 
(BENZDYL PEROXIDE) 


Unique Acetone Gel s% ens 10%. 


Persa-Gel is an important advance 
in the adjunctive treatment of acne 
vulgaris on unselected patients. 

Here's the data: The results of a 
clinical study on unselected cases of acne 
vulgaris—Grade | and II with random 
entry as shown on the graph: 

There was no significant difference 
between Persa-Gel and tretinoin cream 
in reduction of acne lesions, including 
comedones. 

Persa-Gel insures patient 
cooperation by avoiding excessive 
erythema and peeling. 

In addition to its proven 
effectiveness, Persa-Gel has a unique 
vehicle, one that sets it apart from 
all other benzoyl peroxide gels. 


REDUCTION OF ACNE LESION COUNTS BY VISIT 


Tretinoin 
cream 











2nd 3rd 4th 5th 6th 7th 
VISIT 


"Unselected patients were chosen, regardless of skin type. A count was 
made of their acne lesions during their initial visit to the clinic. Further 
counts were made during each succeeding visit. Complere cetails on 
file at Texas Pharmacal Company Medical Department. 

! Difference not significant at rhe 5% level 


Initial 1st 8th 


Persa-Gel has a unique acetone base, 
which enhances stability and cosmetic acceptability. 


The picture tells the story. The 
acetone base has a smooth, firm texture 
for greater physical stability. In our 
studies, acetone gels allow greater 
chemical stability to benzoyl peroxide 
than alcohol gels.’ | 


f | 
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E Alcohol Gels 








e Effective 

e Stable 

e High patient acceprance 

e “One of a kind” acetone vehicle 


2 Data on File Texas Pharmacal Company Medical Department. 
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Unique 
Acetone Gel 


Persa- Gel. 


(BENZOYL PEROXIDE) 


Unique Acetone Gel :«. 10% 


CAUTION: Federal law prohibits dispensing without prescription. 
DESCRIPTION: Persa-Gel™ 5% contains 5% benzoyl peroxide; Persa-Gel™ 10% 
contains 10% benzoy! peroxide; in a gel base containing acetone, carbox- 
yvinyl polymer, triethanolamine, sodium lauryl sulfate, propylene glycol and 
purified warer. 

ACTIONS: Benzoyl peroxide is primarily effective because of its drying, peeling 
and antiseptic action. 

INDICATION. For adjunctive ropical therapy of acne vulgaris. 
CONTRAINDICATIONS: Benzoyl peroxide is contraindicated in patients with 
acute inflammation and in patients with a history of hypersensitivity ro any of 
rhe components of the preparation. 

PRECAUTIONS: If excessive imitation develops, discontinue use and institute 
appropriate therapy. After rhe reaction clears, treatment may often be re- 
sumed withiless frequent applications. Avoid contact with eyes, eyelids, lips 
and other mucous membranes, and anterior neck. May bleach hair and 
colored fabrics. 

ADVERSE REACTIONS: Allergic contact dermatitis and severe erythema with 
crusting have been reported with topical benzoyl peroxide. 


DOSAGE AND ADMINISTRATION: Persa-Gel™ (benzoyl peroxide) should be 
applied thinly ro cover the face after cleansing with non-medicated soap and 
water or a degreaser. Initial application once daily before bedtime is recom- 
mended, increasing to twice daily as tolerance develops. Feelings of warmth 
and stinging and slight erythema may be noted initially. It is advisable to 
initiate therapy with Persa-Gel™ 5% shifting ro the use of Persa-Gel™ 10% after 
3 or 4 weeks, or earlier if tolerance to the 5% has been determined. Therapeu- 
tic results are usually seen within 2 weeks with continued improvement there- 
ofter. 

HOW SUPPLIED: Persa-Gel® 5%, 1.5 oz. tubes (NDC 0064-8610-31) 

Persa-Gel™ 10%, 1.5 oz. tubes (NDC 0064-8600-31 ) 


TEXAS PHARMACAL COMPANY 


y" a 
VI San Antonio, Texas 78296 
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NEW! Ultra-sensitive equipment Tha based WM df Dorma- 


belongs on top of a 3 tology, Stanford University 
vibration-free surface. School of Medicine, has an 
MICRO-g p» e available position as an Assist- 
EDU | m ant Professor of Dermatology. 
Applicants should be Board 
certified in Dermatology and 
have at least two years experi- 
ue ER ence following the completion 
Unretouched oscillograph : T 5 B * of their residency. 
shows isolation efficiency. RE. e *4 
Our MICRO-gTM Eb phia are used With Mi tipseopes THp. ppstiion WESS Som onig, 
microtomes, wire bonders, mask-alignment tools, interfer- research and patient care. 


ometers, etc. Not recommended for analytical balances. Stanford University is an equal 


Most building vibrations reduced by at least 9595. This E 
provides blurr-free vision on microscopes while inspecting opportunity employer and wel 


or assembling. Operators work better and faster. comes nominations of women 
. Sdn = A m. and minority group members 

e Stays level with changing loads. ‘ : 
e Supports 0 to 800 Ibs. at 30 to 80 p.s.i., is and applications from them. 
mechanically fail safe. Applicants should send their 


e Low cost, no maintenance. Price range: $910.to $1265. curriculum vitae to 
e Buy isolation frame with surface plate only 


for use as bench tops, equally efficient. 
6 configurations, 3 sizes This vibration-isolation frame is the heart Eugene M. Farber, M.D. 


each. Specii sitet ipa a a Professor and Chairman 
Proved and guaranteed e - - 

Duticsmance. Write dor Load-carrying [b CAPE Department of Dermatology 
Bulletin M today. asao" L Stanford University School 
Welded pressurized aa N ‘ of Medicine 


BACKER-LORING CORPORATION Stanford, Calif. 94305. 


65 WALNUT STREET, PEABODY, MASS. 01960 * 617-531-3600 
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ELECTROLYSIS FOR 
PERMANENT HAIR REMOVAL 


Clinical study (copy on request) proves safety and efficacy of laity self-use electrolysis. Study shows chin and 
even axilla can be self-treated effectively through use of mirror. This permanent hair remover features the only 
patented self-correcting needle in existence. Battery operated instrument sterilizes itself when current flows. No- 
puncture safety feature also helps prevent infection. 
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Thousands of units sold to physicians for such varied application as removal of inverted eyelashes to cosmetic 
use. 



















(MAY BE RETURNED WITH NO OBLIGATION) 
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PERMA TWEEZ & ATTACHMENT $19.45 | GENERAL MEDICAL CO., Dept. D-66 | 
| 5701 West Ad Blvd 

O Invoice after 30 days | est Adams Diva. | 
| Los Angeles, CA 90016 ! 

O Check enclosed | | 
| DR | 

30 DAY FREE TRIAL EXAMINATION : STREET | 
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» . the combination of benzoyl peroxide 
and sulfur acts predominantly at a deeper 
level. closer to the site of acne pathology." 


Histological studies by Vasarinsh have demonstrated the beneficial effect of benzoyl peroxide and sulfur in 
acne therapy and have attributed their activity to a combination of mechanisms, “notably the induction of 
donnal vascular and lymphocytic response, in addition to previously established antibacterial and oxidative 
properties.”! This research and published clinical evaluations of benzoyl peroxide/sulfur therapy^? have 
demonstrated consistently good to excellent results with minimal side effects.* 1 


Until nou. you have found it necessary to prescribe benzoyl peroxide and sulfur in formulations prepared 
by the pharmacist. Now, there's Sulfoxyl* 
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New SULFOXYL 


SULFOXYE LOTION provides with a preformulated, CONTRAINDICATIONS: Patients with a known sensi- 


prescription »enzovl peroxide/sulfur topical in two strengths. 
Thes potent keratolytic/oxidant combination completes the 
spectrum of »enzoyl peroxide topicals for acne in many 
cases, may well provide the foundation for your patient's 
topical therapy. Professional samples on request. 


COMPOST ION: Sulfoxyl Lotion Regular contains 5% 
benzoyl perexide and 2% sulfur in a lotion base formulated 
with polyethylene glycol, stearic acid, glycerol monostea- 
rat, isopropyl palmitate, propylene glycol, zinc soap and 
purified water. 


Suifoxyl Loton Strong contains 10% benzoyl peroxide and 
5% sulfur ir a lotion base formulated with polyethylene 
gi.col, steame acid, glycerol monostearate, isopropy! pal- 
mi:ate, propylene glycol, zinc soap and purified water. 


INDICATIONS: Use as a topical aid in the treatment of 


acne. 


DOSAGE AND ADMINISTRATION: After cleansing the 
skin, smooth Sulfoxyl Lotion gently into the affected areas, 
once daily fer three days. If no discomfort is felt, frequency 
of spplicatien can then be increased to twice daily. The 
amount of erying and desquamation can be modified by 
ađusting the dosage schedule. 


tivity to benzoyl peroxide, sulfur or any of the other formu- 
lation ingredients should not use these medications. 


PRECAUTIONS: For external use only. Avoid contact 
with eyes, mucous membranes and sensitive areas of the 
neck. Notify physician if excessive dryness or irritation 
occurs or increases. 


Keep from heat. 


CAUTION: May bleach fabrics. Patients should be warned 
that these formulations may bleach colored linens, towels 
and apparel. 

Keep this and all drugs out of the reach of children. 


CAUTION: Federal law prohibits dispensing without pre- 


scription. 
U.S. Pat. No. 3535422 


1. Vasarinsh, P.. Arch. Derm., 98:183-187, 1968. 

2. Pace, W.E.. Canad. Med. Assn. J., 93:252-254, 1965. 

3. Kirton. V. and Wilkinson, D. S.. Practitioner. 204:683, 1970. 

4. Wilkinson, R: D., Adam, J. E, M ; J. J. and Craig, G. E. 
Canad. Med. Assn. J., 95:28-29, "966. 
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Stiefel Laboratories, Inc. Oak Hill, New York 12460 








“Use of anthralin is extremely effective 


in treating psoriasis patients. 


The efficacy and safety of anthralin therapy in resistant 
psoriasis is well documented. From the earliest work by 
Unna to the most recent work by clinicians at Stanford 
University, there is a consistent record of effectiveness and 
reliability. Staining has been the only negative factor in a 
properly managed therapeutic regimen with stiff anthralin 
paste and, when compared to the risks involved with sys- 
temic agents used in psoriasis management, staining is of 
little consequence. 


Lasan” is supplied as a stiff anthralin paste in three con- 
centrations and as a pomade for the scalp, to provide a 
completely flexible therapeutic regimen for hospital or out- 
patient care. Simple patient instruction sheets are provided 
to help guide your patient in utilizing the Lasan regimen 
at home. Lasan must be applied with care and removed 
with care. It will stain. But in resistant psoriasis, Lasan has 
demonstrated a high degree of efficacy for scale removal 
and plaque resolution. 


1 Farber, Eugene M., Skin & Allergy News, April 1975, p. 4. 
2 Harris, David R., Cutis, Vol. 10, Nov. 1972, p. 621-628. 
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LASAN® 1, 2 and 4 contain 0.1%, 0.2% and 0.4% respec- 
tively of Anthralin, U.S.P., (1, 8, 9-anthracenetriol) in base 
composed of Corn Starch and White Petrolatum with 
Salicylic Acid as a preservative. 

Available in 5 oz. jars. 


LASAN” POMADE contains 0.4% Anthralin, U.S.P. (1, 
8, 9-anthracenetriol) in a base of Cetyl Alcohol, Mineral 
Oil, White Petrolatum and Sodium Lauryl Sulfate with 
Salicylic Acid as a preservative. Especially formulated 
for use on the scalp. 

Available in 4 oz. jars. 


CAUTION: Federal Law prohibits dispensing without 
prescription. 


CONTRAINDICATIONS: Do not use in presence of renal 
disease or on areas of the skin where inflammation is 
present. Use only on quiescent or chronic patches and 
not in acute eruptions. 

PRECAUTIONS: For external use only. Do not permit 
the product to come in contact with the eyes since con- 
junctivitis may result; exercise due care when applyin 
to the face or scalp. Discontinue use if irritation develops. 


Avoid intertriginous skin areas. If any reaction indicating 
sensitivity is observed, discontinue use. When redness is 
observed on adjacent normal skin, reduce frequency of 
application. Wash hands thoroughly and carefully after 
using. Anthralin may stain fabrics. 
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Special NPD Report 


Derm Lit 


A Year's Exper ence With a 


Computerized Literature Search Service 


Fred Levit, MD; Robert Chalice, MS; Alfred W. Kopf, MD 


e DermLit is a service providing bibli- 
ographies prepared by computer from a 
file of the four basic English language 
dermatology journals beginning with Jan- 
uary 1969 and ^cludiag the current is- 
sues. An abstract of each article cited is 
returned with the repor-. Both the title and 
the abstract of sach article in the file is 
searched for the-word, words, or phrases 
requested by the user. In the year since 
DermLit was introduces, more than 1,600 
searches have been pe*formed for derma- 
tologists all over the Jnited States and 
Canada. The sesvice is used primarily by 
dermatolegists away frem the large teach- 
ing centers. The topics of the search 
requests cover the entire field of derma- 
tology. 

(Arch Dermatc! 111:1355-1356, 1975) 


Ly sprang from the meetings 
of the Task Force on the Devel- 
opment of a Communications Net- 
work for Dermatology, a part of the 
National Program for Dermatology. 
In 1971 the tack fore, chaired by Dr. 
Alfred Kopf, was discussing long and 
short range plans fer using comput- 
ers and other electronic techniques to 
improve comrrunica-ions in the field 
of dermatology. One of many ideas 
considered wes that of a comput- 
erized literature seamh service specif- 
ically omientec toward dermatology. 
The availability at the Northwest- 
ern University Voge back Computing 
Center of RI@S, = generalized in- 
formatien storage and retrieval sys- 
tem well suited to many medical uses, 
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made the development of such a liter- 
ature search service seem feasible. 
The National Program for Dermatol- 
ogy provided some funds for prelimi- 
nary work, and a sample system was 
developed using a single volume of 
the Archives of Dermatology for dem- 
onstration. 

The sample system was demon- 
strated at the 1972 meetings of the 
National Program for Dermatology 
and of the American Academy of 
Dermatology. The reception was such 
that a decision was made to seek 
funding for a permanent service. The 
Westwood Pharmaceutical Company 
accepted the commitment for fund- 
ing, and the full system was devel- 
oped during 1973. DermLit was intro- 
duced at the 1973 meeting of the 
American Academy of Dermatology. 
Literature searches were performed, 
via teletype, for dermatologists at the 
meeting, and search request post- 
cards were distributed for use by the 
physicians after the meeting. 


THE DERMLIT SYSTEM 


The four journals used in DermLit 
are the Archives of Dermatology, the 
Journal of Investigative Dermatology, 
Cutis, and the British Journal of 
Dermatology. The primary reason for 
selecting these particular journals is 
the likelihood that a large number of 
dermatologists receive these journals 
and have them on their own book- 
shelves. Almost all dermatologists in 
the United States receive the Ar- 
chives, and all of the members of the 
Society for Investigative Dermatol- 
ogy get the Journal of Investigative 
Dermatology. Cutis is distributed to 
all dermatologists, and the British 
Journal of Dermatology is one of the 
most commonly received of the for- 
eign dermatology journals. The latter 


journal also has the advantage over 
most foreign publications of having 
all articles in English. 

Beginning with the January 1969 
issue, each of the above journals was 
sent for keypunching and the infor- 
mation needed was transferred to 
punched cards. A computer file was 
then created, using the RIQS pro- 
gram, in whieh each record in the file 
represents a single article. Each 
record contains five items of informa- 
tion. The items are numbered and ti- 
tled as follows: (1) TITLE, (2) 
AUTHORS, (3) REFERENCE, (4) 
ABSTRACT, (5) YEAR. 

Item (1) contains the verbatim title 
of the article, item (2) contains the 
full list of authors, and item (3) con- 
tains the cemplete reference. The 
content of item (4) is the verbatim 
abstract of the article. In the case of 
all the journals except Cutis, the ab- 
stract used is the authors abstract. 
Abstracts are specially prepared from 
the articles in Cutis. Letters-to-the- 
Editor are included as articles, but 
since no abstracts are available, item 
(4) is empty in those records. In most 
of the records the abstract consists of 
anywhere from a single sentence to 
two full paragraphs. Item (5), con- 
taining the year, is actually redun- 
dant, since the year also appears in 
the content of item (3). It was in- 
cluded for technical reasons to make 
simpler the selection of records by 
year when and if it becomes neces- 
sary to discard portions of the file. No 
key word lists are prepared, and no 
key words are used. The computer file 
contains the complete English lan- 
guage text of both the abstract and 
the title. 

Searching the file, which now con- 
tains over 3,500 records, can be done 
in a variety of ways. Most commonly 
we search the title and the abstract 
simultaneously, looking for a specific 
word, words, or phrase. For example, 
in looking for all the articles on my- 
cosis fungoides, we would ask the 
computer to search for the phrase 
‘MYCOSIS FUNGOIDES’ and if it is 
found in item (1) or in item (4), to 
then print each record in which it was 
found. The computer will search the 
entire file, looking at each item (1) 
and each item (4). When it finds the 
phrase ‘MYCOSIS FUNGOIDES’, it 
then prints out all the items of that 
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record. Item (5) usually is not needed 
and is not printed for ordinary re- 
ports. 

We are able to search any of the 
items, and we can search for any 
word or phrase or for the absence of a 
word or phrase. In searching for ar- 
ticles on the electron microscopy of 
basal cell carcinoma, we search both 
the title and the abstract for the pres- 
ence of either of the phrases ‘BASAL 


CELL CARCINOMA’ or ‘BASAL 
CELL EPITHELIOMA’ and the 
words ‘ELECTRON’ or ‘ULTRA- 


STRUCTURE’. For many searches a 
single word suffices, while for some 
searches a number of synonyms or al- 
, ternative phrases are used. We can, 
of course, search item (2) to find all 
articles by a given author. 

Search requests come from the der- 
matologic profession. Special request 
cards, originally distributed when the 
service was introduced, are available 
by mail or from Westwood represent- 
atives. However, many requests come 
to us by letter and some have come by 
phone. When a request for a search is 
received, it is converted into the form 
needed for the computer. This is done 
by a dermatologist familiar with the 
RIQS system. This usually means the 
addition of synonyms, the reduction 
in the number of words searched for 
where possible, and sometimes the 
correction of spelling errors. British 
spelling must sometimes be included. 
Searching for HALO NEVUS' would 
miss the British articles if 'HALO 
NAEVUS’ was not searched for at 
the same time. 

The searches are then keypunched, 
and the punched cards checked for 
spelling. The computer searches are 
performed three times a week, and 
the output is reviewed by a dermatol- 
ogist. Most of the searches are then 
mailed out. Occasionally a report is 
seen to be unsatisfactory for some 
reason, and it may be tried again in a 
different way. 

The number of reports generated 
by a search depends, of course, on the 
nature of the search and how many 
records in the file will satisfy the 
search criteria. If we search for the 
word 'PSORIASIS' in title or ab- 
stract, we get 268 records reported. If 
we look for articles on the ultrastruc- 
ture of basal cell carcinoma, we only 
find three. Some of the search 
requests received are inappropriate to 
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the system. A request for a "list of all 
the drugs used in dermatology that 
produce untoward reactions" cannot 
be dealt with by our system. We can- 
not find what is not in the title or ab- 
stract of the articles in our file, and 
the file contains only the articles from 
January 1969 to the current issues of 
the four journals mentioned previ- 
ously. Requests for articles in the for- 
eign literature (other than the Brit- 
ish Journal of Dermatology) or for 
articles in the general medical litera- 
ture or for articles before 1969 cannot 
therefore be satisfied. 

A request for articles on the treat- 
ment of a specific disease, or on the 
association of two diseases, is easy to 
satisfy. Requests for articles in which 
specific drugs or groups of drugs are 
mentioned are also easy to fulfill. It 
must be emphasized that the search 
can be for any word or phrase that is 
appropriate and that might be ex- 
pected to be in either the title or the 
abstract. There is no list of words to 
which searching is limited. 


THE UTILIZATION OF DERMLIT 


DermLit was designed for use by 
the practitioner who is away from the 
medical centers and who does not 
have easy access to a large medical li- 
brary. It is not very useful to the re- 
search worker at a medical center 
who has easy access to the Index Me- 
dicus and to an extensive library of 
the world medical literature. DermLit 
is meant to provide the practitioner 
with an entry point into the derma- 
tologic literature by providing him 
with an easily obtained bibliography 
to articles likely to be on his own 
bookshelf. The inclusion of an ab- 
stract with each reference means that 
he can usually decide on the spot 
which of the articles he actually needs 
or wishes to read. The bibliography 
included with the articles he reads 
can then lead him further into the lit- 
erature if he wishes. 

DermLit complements and does not 
replace other sources of references 
such as the Index of Dermatology, the 
Year Book of Dermatology, and MED- 
LINE. The Index of Dermatology cov- 
ers the world span of dermatologic 
literature, including many foreign 
language journals and journals found 
only in major medical libraries. It 
does not, of course, provide abstracts. 
The Year Book is a distillation of the 


world literature covering only care- 
fully selected subjects. MEDLINE is 
a computer search of the world medi- 
cal literature of the last three years. 
It is available only at major medical 
libraries and a charge is made for its 
use. It does not provide abstracts, and 
the bibliography obtained is essen- 
tially the same as that of the Index of 
Dermatology. 

Since the introduction o? the Derm- 
Lit service in December 1973, we have 
performed more than 1,600 searches. 
The topics have ranged over the en- 
tire subject matter of dermatology. 
Because the original request cards 
are returned with the computer out- 
put, it has not been possible to keep a 
detailed record of the physicians 
sending in the cards or o? their geo- 
graphie locations. Scanning the cards 
as they arrive indicates that they 
have come from all over the United 
States and Canada. The bulk of them 
seem to come from towns and small 
cities. Most of the cards coming from 
the teaching centers, to judge by the 
names they bear, are not from the 
professors but from the trainees. 
Thus, the users of DermLit seem to 
be exactly those for whom the service 
was designed. 

On the basis of these consid- 
erations, DermLit appears to be ful- 
filling a definite need in dermatology 
and to be doing so in a successful 
manner. The present plar is to con- 
tinue the service permanently. The 
size of the computer file will be in-- 
creased by adding new issues o? the 
four journals as they become avail- 
able until the file is too large to search 
conveniently. This is expected to hap- 
pen when there are about sixteen vol- 
umes of each of the journals in the 
file. If by that time an improved stor- 
age method enables us to continue ex- 
tending the file, then we will keep 20 
volumes of each journal on the file, 
giving us a ten year span. An eight 
year span is feasible now and is ex- 
pected to be maintained. 

This work was supported by Westwood Phar- 


maceuticals Inc., Buffalo, NY, and by the Na- 
tional Program for Dermatology. 
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News and Information from the American Academy of Dermatology 


Ten Nominated to Fill Five Board Vacancies 


A slate of ten fellews of the American Academy of Der- 
matology has been nominated to fill five expiring terms on 
the AAD Board of Directors. The general membership will 
vote on the candidates at the First Executive Session of 
the 34th Annual Meeting in San Francisco. The session 
will be held om Monday morning, Dec. 8, 1975. 

According te the Academy bylaws, the five nominees re- 
ceiving the highest number of votes shall be declared 
elected. They take office at the time of the annual meeting 





Milton Orkin, M.D. Frank Parker, M.D. 


Rees B. Rees, M.D. 


and will participate in Board meetings held after the 
First Executive Session. 

Here are the names of the ten nominees—with a brief 
biographical sketch on each one. 

Charles P. DeFeo, Jr., M.D., New York, N. Y.—Dr. 
DeFeo is in the private practice of dermatology in New 
York City and serves as an Associate Clinical Professor of 
Dermatology at New York University. A graduate of 
Hahnemann Medical College (1952), he took his residency 





E. William Rosenberg, M.D. Gordon C. Sauer, M.D. 
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rence C. Parish, M.D., Philadelphia, Pa; Beverly E. Sanders, Jr., M.D., 
Macon, Ga.; Eugene P. Schoch, Jr., M.D., Austin, Tex.; William F. Schorr, 
M.D., Marshfield, Wisc.; Margaret A. Storkan, M.D., Rodondo Beach, Calif. 
Address the editor at 7 E. 80th St., New York, N.Y. 10021. 
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training at the New York University Skin and Cancer 
Unit and at King’s County Hospital, Brooklyn, N.Y. Dr. 
DeFeo is President of the New York Dermatological Soci- 
ety and is Chairman of the Board (and Past President) of 
the New York State Society of Dermatology. He is a mem- 
ber of the American Dermatological Association and 
serves the Academy as editor of the AAD Report (pub- 
lished as a section in the ARCHIVES) and as a member of 
the Publice Relations and PSRO Committees. 

R. Roy Forsey, M.D., Montreal, Quebec, Canada.- Dr. 
Forsey is Dermatologist-in-Chief at the Montreal General 
Hospital and also is in private practice. He is a graduate 
of the University of Toronto Faculty of Medicine (1941) 
and took residency training at both the University of 
Michigan and McGill University. Dr. Forsey is a director 
of the American Dermatological Association and of the 
Association of Dermatologists of the Province of Quebec. 
He has served as President of the Canadian Dermatologi- 
cal Association and of the Montreal Dermatological Soci- 
ety. He is a Past Chairman of the Dermatology Com- 
mittee of the Royal College of Physicians and Surgeons of 
Canada. 

Charles J. McDonald, M.D., Providence, R. I.—Dr. 
McDonald is Professor and Head of the Sub-Section of 
Dermatology at Brown University. He completed his med- 
ical school training in 1960 and spent three years in der- 
matological residency at Yale University. In 1973 to 1975, 
Dr. McDonald served as Chairman of the Section on Der- 
matology of the National Medical Association. Among his 
organizational memberships are the New England Der- 
matology Society, the American Dermatological Associa- 
tion, the Noah Worcester Dermatological Society, and the 
American Society for Clinical Oncology. 

Laurence H. Miller, M.D., Chevy Chase, Md.—Dr. Miller 
is in private practice and also serves as Dermatology Pro- 
gram Director at the National Institute of Arthritis, Me- 
tabolism, and Digestive Diseases. He received his medical 
degree from the Faculty of Medicine, University of Lau- 
sanne, Switzerland, in 1961, then took residency training 
at New York University Medical Center. He is a member 
of the Washington, D.C., Dermatological Society and the 
Society for Investigative Dermatology. Dr. Miller is on 
the Medical Advisory Board of the National Psoriasis 
Foundation and served on the American Academy of Der- 
matology Joint Planning Committee for the National Pro- 
gram for Dermatology. 

Ray O. Noojin, M.D., Birmingham, Ala.—Dr. Noojin is 
Head of the Department of Dermatology at the Univer- 
sity of Alabama Medical Center. A graduate of the Uni- 
versity of Chicago Medical School (1937), he took his res- 
idency training at Duke University Hospital. Dr. Noojin 
served on the American Academy of Dermatology Mem- 
bership Committee, Board of Directors, from 1957 to 1959. 
He was on the Committee on Education from 1971 to 1975 
(serving as Chairman in his last year) and on the Nomi- 
nating Committee from 1973 to 1974. He is a former Presi- 
dent of the Association of Professors of Dermatology and 
. a former Chairman of the Residency Review Committee 
for Dermatology. He served for five years on the Board of 
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Directors of the American Dermatological Associaticn and 
for nine years on the American Board of Dermatology. 

Milton Orkin, M.D., Minneapolis, Minn.—Dr. Orkin is in 
the private practice of dermatology and holds the faculty 
title of Clinieal Professor of Dermatology at the Univer- 
sity of Minnesota Medical School. He graduated from Tu- 
lane Medical School in 1954 and took his residency train- 
ing at the University of Minnesota. Dr. Orkin is a former 
President of the Minnesota Dermatological Society and 
holds memberships in the American Dermatological Asso- 
ciation and the Pacific Dermatological Association (Hon- 
orary Corresponding Member). He has been Chairman of 
the AAD/NPD Task Force on Manpower Needs for Edu- 
cational Programs in Dermatology since 1971 and served 
on two other Academy Committees—the Committee on 
Home Study Programs and the Committee on Nomencla- 
ture. 

Frank Parker, M.D., Seattle, Wash.—Dr. Parker is a 
Professor of Medicine, Division of Dermatology, at the 
University of Washington School of Medicine. He gradu- 
ated from the University's School of Medicine in 1953 and 
took residency training at Columbia Presbyterian Hospi- 
tal in New York City. Dr. Parker is on the Board of Direc- 
tors of the Society for Investigative Dermatology. He is a 
Fellow of the American College of Physicians and holds 
memberships in the American Dermatological Association 
and the American Society of Clinical Investigation. 

Rees B. Rees, M.D., San Francisco, Calif.—Dr. Rees is in 
private practice and also serves as a Clinical Professor of 
Dermatology at the University of California School of 
Medicine in San Francisco. He received his medical degree 
from the University of California in 1940 and took his res- 
idency training at the School's hospital. Dr. Rees is a Past 
President of the American Dermatological Association 
and of the Pacific Dermatologic Association and was for- 
mer Chairman of both the American Medical Association 
and California Medical Association Sections on Dermatol- 
ogy. He has won four awards-the Taub International 
Psoriasis Research Award, the Finnerud Award of the 
Dermatology Foundation, the AAD's Dome Lectureship, 
and the Pacific Dermatologic Association Special Award. 

E. William Rosenberg, M.D., Memphis, Tenn.—Dr. Rosen- 
berg is Professor and Chairman of the Division of Derma- 
tology at the University of Tennessee. He also serves as 
the University's Associate Dean for Postgraduate and 
Public Education. A graduate of the University of Penn- 
sylvania School of Medicine (1956), Dr. Rosenberg took 
residency training at the Massachusetts General Hospital 
and at the University of Miami. He is a Fellow of the 
American College of Physicians and holds memberships in 
the American Dermatological Association and the Soeiety 
for Investigative Dermatology. 

Gordon C. Sauer, M.D., Kansas City, Mo.—Dr. Sauer is 
in the private practice of dermatology in Kansas City. He 
graduated from the University of Illinois School of Medi- 
cine (1945) and took dermatology residency training at the 
Skin and Cancer Unit of New York University-Bellevue 
Medical Center. Dr. Sauer was President of the Missouri 
Dermatological Society and served as Chairman of the 
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AAD/NPD Formulary Sub-Task Force. He is a member of 
the American Dermatological Association and is author of 
a popular textbook, Manual of Skin Diseases. 


A Brief Rundown on AAD’s Insurance Programs 


The American Academy of Dermatology has six insur- 
ance programs administered for its membership by the 
James Group Service, Inc. Here is a brief summary of 
eligibility and renewal features of these plans. 

1. Disability Ineome, Policy +#9-A-0202.—All AAD 
members are eligible to apply up to the age of 60. Once is- 
sued, the plan renews to the age of 70 with a special Sen- 
ior Plan available from age 70 to 75. 

2. Business Overhead Expense, Policy #1-A-8118.—All 
AAD members are eligible to apply up to the age of 60. 
Once issued, the plan renews to the age of 70. 

3. Group Term Life Plan, Policy #L 15589 B2.—All 


AAD members are eligible to apply up to the age of 60. 
Once issued, the plan renews to the age of 75 with a 50% 
reduction in benefits at age 65. 

4. Major Medical Protection, Policy #1691.—All AAD 
members are eligible to apply up to the age of 60. Once is- 
sued, the plan renews to the age of 65, and after age 65, a 
Medicare Supplement Plan is available. 

5. Excess Major Medical Plan, Policy #1746.—All AAD 
members are eligible to apply up to the age of 60. Once is- 
sued, the plan can be renewed for lifetime. 

6. Hospital Indemnity Plan, Policy #AG&L 191.—All 
AAD members are eligible to apply up to the age of 65. At 
age 65, a special Medicare Supplement is available. 

Further information about the American Academy of 
Dermatology’s membership insurance program can be ob- 
tained by writing the James Group Service, Ince., c/o the 
AAD, 820 Davis St., Evanston, Ill., 60201. 
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Meeting Review 


Orlando Canizares, MD 
Secretary-Genera! 
International Society of 
Tropical Dermatology 


he Third World Congress of the 
Internationa! Society of Tropical 
Dermatology was held in São Paulo, 
Brazil, fromSept 1 to 5, 1974. It was a 
great scientific and social success. 

Just as the previous congresses, the 
first held in Naples in 1965 and the 
second in Kyoto in 1969, this third 
congress has shown the increasing in- 
terest of the membership in the activ- 
ities of the society. In spite of an epi- 
demic of meningitis in Sáo Paulo that 
received much publicity in the news- 
papers, a reeord number of physicians 
attended, many with their families. 
They represented 46 countries. 

The congress was held in the new 
Palacio das Convencoes, Parque An- 
hembi. This modern facility consists 
of an enormous central auditorium 
with capacity for 3,500 persons, and 
numerous smaller but comfortable 
and  well-equipped rooms  accom- 
modating 300 to 400 persons each. 
There were simultaneous translation 
facilities in all rooms. The opening 
ceremony was held on Sunday night. 
After the eustomary official speeches 
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by the dignitaries and officers of the 
society, a gold medal in honor of 
Adolpho Lindenberg was presented 
to his son by the president of the con- 
gress, Prof Sebastiao Sampaio. Dr. 
Lindenberg was the founder of the 
Dermatologie School of São Paulo. A 
replica of this medal was given to 
each of the members. A reception was 
held after the closing of the official 
business. 

Each morning, a symposium was 
held in the large auditorium. The 
topies covered were geographic and 
ecological dermatology, mycoses, skin 
cancer, and metabolic and nutritional 
dermatoses. In each one of them, 
well-selected experts presented dif- 
ferent phases of the subjects. Each 
symposium was followed by a lively 
question-and-answer period. 

In the afternoons, numerous activi- 
ties were held simultaneously. These 
included sessions on _ photobiology, 
dermatology in developing countries, 
venereal diseases, atypical micro- 
bacteriosis, parasitic diseases, 
leishmaniasis, vasculitis, acne, genet- 
ies, leprosy, and pseudomalignancies. 
In addition, there were sessions 
covering free communications and 
clinicopathological conferences with 
numerous, interesting case presenta- 


tions. This wide range of interesting 
subjects presented by recognized au- 
thorities confronted the members 
with a difficult choice. One of the 
highlights of the congress was the ex- 
cellent clinical presentation of thor- 
oughly worked-up cases, demonstrat- 
ing the wide range of tropical 
dermatoses encountered in Brazil. 
The presentation afforded an excel- 
lent review of the clinical aspects of 
leprosy, leishmaniasis, chromo- 
mycosis, South American blastomy- 
cosis, Brazilian pemphigus foliaceous, 
and other tropical diseases. 

At the closing session, it was an- 
nounced that the winner of the Cas- 
tellani-Reiss medal was Dr. J. C. 
Mitchell for his monograph titled Bio- 
chemical Basis of Geographic Ecology. 
Drs. Singh and Dogliotti received 
Honorary Mention. 

Throughout the meetings there was 
a delightful atmosphere of friendship 
and camaraderie. It was evident that 
this organization, the only inter- 
national society of dermatologists, 
fills a world-wide need. There was en- 
thusiastic support for more frequent 
and varied activities of the society to 
take place between congresses. These 
are being planned by the new offi- 
cers. 


AAD Report/Meeting Review 1359 


effective in nummular eczema 


effective in lichen simplex chronicus 


effective in psoriasis 


effective in stasis dermatitis 


change to... 


Tridesilon 
desonide) 0.05% 


creme and ointment 


potent activity without fluorination for 
adjunctive therapy in a wide range of acute and 
chronic steroid-responsive dermatoses 


Dome Laboratories Division Miles Laboratories inc 


West Haven Connecticut 06502USA Ma 
EE à! 





luorination 


desonide 
h (nonfluorinated) 


Although one or more fluorine 
atoms have been added to 
ertain topical corticoids as | 
AC....ly potentiators, experience kiss dl 


(monofluorinated) 


ith Iridesilon (desonide) — 
a topically potent nonfluorinated 
steroid — has demonstrated that 
luorination is not always neces- 
sary for therapeutic potency ddr 
and clinical efficacy: Thus, Quo 


fluocinolone acetonide 





C-O 


equating only fluorination with 
potency IS not a valid — 


ASS T 28 ption | ! (menofluorinated) 


Reprints on request. 











escription: Tridesilon (desonide) 0.05% agent should be instituted. If a favorable re- or for prolonged periods of time. 
reme and Ointment contain a nonfluorinated sponse does not occur promptly, the cortico- These products are not for ophthalmic use. 
orticosteroid (15 a-hydřoxyprednisolone-16, steroid should be discontinued until the Adverse Reactions: The following local adverse 
-acetonide). infection has been adequately controlled. reactions have been reported with topical 
ontraindications: Tridesilon (desonide) If extensive areas are treated or if the corticosteroids: burning sensations, itching, 
05% Creme and Ointment, topical steroids, occlusive technique is used, the possibility irritation, dryness, folliculitis, hypertrichosis, 
e contraindicated invacciniaand varicella, exists of increased systemic absorption of the acneform eruptions, hypopigmentation. 
nd in those patients with a history of hyper- corticosteroid and suitable precautions should The following may occur more frequently 
ensitivity to anyeof the components of the be taken. with occlusive dressings than without such 
reparation. Although topical steroids have not been therapy: maceration of the skin, secondary 
recautions: If irritation develops, the drug reported to have an adverse effect on preg- infection, skin atrophy, striae, miliaria. 
ould be discontinued and appropriate nancy, the safety of their uses in pregnant Dosage and Administration: Apply a thin film 
erapy instituted. females has not absolutely been established. of Tridesilon (desonide) to the affected skin 
In the presence of an infectian, the use of Therefore, they should not be used exten- and massage lightly. The usual dosage is two 
n appropriate antifungal or antibacterial sively on pregnant patients, in large amounts, to three times daily. DOM.1220 





| hate it, 
but | LOVE IT! 


The color isn't especially elegant and the odor isn't particularly fragrant, 
BUT "Golden Lather" ZETAR SHAMPOO leaves my scalp 


remarkably free of scale, debris and oil-my hair uniquely clean 
smooth, shining and silky. 





I LOVE IT' l 





Da "n 
A 
! ^ 
Indicated in: A A 
» Seborrheic- j 
dermatitis Qu 
» Psoriasis Am i 
» Dandruff y i 
J 
Provides the TOTAL Therapeutic effect 


which only chemically standardized ! 
Whole Crude Coal Tar (ZETAR) assures. 





Composition: Zetar (Standardized @blloidal Whole Coal Tat ) 1% Parchloromcraslén V270 Y MR 


WPereemen eB) WHERE RESEARCH AND ECONOMY COME FIRST! Fort Washington Pa. 19034 


; 


, 
P 
| 
| 


Letters to the Editor 


Nevus Comedonicus 


Phetographs use€ by permission 
of New York Uniærsity School of 
Medicine (Skin an3 Cancer Unit). 
New York Universéy reserves to it- 
self ail rights in aad to the photo- 


graphs published ia this item, in- 
cluding the right o publish them 
itself or to grant permission to do so 
to others. The AMA cannot grant 
permission to pubish the photo- 
graphs.—Ep. 


To the Editor.—Dysp asias occur in all 
organs. They are common and easily 
discerned in the skia. The epidermis 
and its appendages or adnexa, and 
the dermis alone or in combination 
with the epidermis, are subject to a 
large variety of embryonal and ge- 
netic malformations. Nevus verru- 
cosus, ichthyotic conditions, nevus se- 
baceus, and idiopathic fibromatoses 
are examples. Hama-tomatous hyper- 
plasias of the pilosebaceous apparatus 
are especially common. Nevus come- 
donicus is an uncommon anomaly of 
the latter sort, and therefore, I report 
a particularly rare example of it. Cer- 
tain temminological and conceptual 
aspects of previous reports are dis- 
cussed. | 


Report of a Case.—x 48-year-old man 
was admitted to Bellevwe Hospital because 
of complieations from a cutaneous condi- 
tion that had been present since birth. Un- 
til three years before acmission, the condi- 
tion had been asymptomatic, although 
exceedingly distressing cosmetically. Since 
then, severe inflammatery changes and at- 
tendant symptoms had occurred. The pa- 
tient was, and had beer, in good health. 

On examination, the -ntire right side of 
the patient's body, from head to foot, was 
studded with comedones of unusual size 
and structure. They were very large on 
the head, forehead and neck, and were 
grouped into plaques on the back and 
chest. They were foune in a linear band 
from the axilla to the wrist, on the arm in 
the area of the ulnar ne-ve, and were scat- 
tered on the thigh and leg. In many places, 
huge cysts, undermining abscesses, and si- 
nuses discharging fcal material had 
formed (Fig 1, 2 and 3) 

Species of Proteus and Herellea were 
cultured from the pu-ulent discharges. 
Biopsy specimens reveased widely dilated, 
plugged infundibula of pilar structures, 
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and telangiectasias, fibrosis, and lympho- 
cytic infiltrations in the dermis. 

Treatment consisted of continuous ad- 
ministration of orally administered tet- 
racycline for months, intermittent wet 
dressings, applications of a cream of treti- 
noin, and surgical drainage by incisions 
and saucerizations. Whatever improve- 
ment occurred seemed attributable, in the 
short run, to the surgical procedures. The 
fundamental structural defects were little 
affected. 


Comment.—Between 1895 and 1914, 
articles on nevus comedonicus ap- 
peared in rapid succession in Ger- 
many (Kofmann) England (Selhorst? 


Fig 1.—Lateral view of patient with 
nevus comedonicus. 





Fig 2.—Right side of anterior part of the 
chest. 








and Mendes Da Costa‘), France (Thi- 
bierge’), and the United States 
(White’). Since then, articles have ap- 
peared from time to time that re- 
viewed previous observations and 
added new eases.** The most recent 
report (1973) is that of Leppard and 
Marks.” 

All of the early cases were remark- 
ably similar in that the conditions de- 
scribed were extensive and were lim- 
ited to one side. Some authors coined 
titles that were somewhat different 
and sometimes defective, but all rec- 
ognized the nevoid nature of the 
anomaly. The point was best put by 
Selhorst when he wrote: "I have 
called it a ‘naevus’, as I understand 
by that term a benign, slowly devel- 
oping new formation in the skin, 
which is embryonic in origin, and fre- 
quently hereditary." 

It is necessary to digress for a mo- 
ment and dilate on definitions and 
concepts, particularly the definition 
of nevus and the concept of a nevoid 
condition. Dr. Morris Leider, to whom 
I am indebted for the rest of this dis- 
cussion, tells me that Selhorst pre- 
ceded him by some 70 years in correct 
understanding of nevus as a word, 
and of the concept of a nevus. In his 
Dictionary of Dermatological Words, 
Terms and Phrases, Dr. Leider 
treats these matters more exten- 
sively, but confirms that the essential 
sense is the same, namely, that a 
nevus is any anomaly related to con- 
ception, gestation and subsequent de- 
velopment. Another word that de- 
serves restatement of definition is 
“hamartoma”, which was coined by 
Albrecht to designate a nevoid fault, 
resulting from benign overdevel- 
opment of tissue in a site where it 
normally belongs. Trichoepithelioma 
is an example. There is another, 
rarely used word, "choristoma", that 
designates a nevoid anomaly that re- 
sults from a displaced anlage. A su- 
pernummerary structure is an ex- 


ample. 
Now I turn to criticism of the title 
“naevus  aeneiformis unilateralis” 


which Selhorst, and several following 
him, used. The title is defective in 
“unilateralis” which means “to a 
side", whereas "of a side" is intended, 
and which, moreover, makes ragged 
latinization. A correct latinized title 
would be "naevus acneiformis unius 
lateris." In further simplification, the 
digraph "ae" in "naevus" can be re- 
duced to "e," and leaving "nevus," 
and the "i" in “acneiformis” can well 
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be omitted because it had been in- 
serted, out of habit, as a connective 
vowel. The "e" of "acne" serves that 
purpose and “acneformis” is eu- 
phonious enough. 

Another defective title is “comedone 
nevus,” used by Leppard and Marks.” 
No dictionary carries "comedone" ex- 
cept Leider’s, and then only to note 
that it is erroneous for “comedo.” Re- 
garding "comedo," the error is traced 
to apocopation of the terminal "s" of 
“comedones,” under the mistaken im- 
pression that that uncovers the singu- 
lar for a blackhead. The point of all of 
this learned exposition is that "nevus 
comedonicus" is the least complicated 
designation for the condition I de- 
scribed and is sufficient unto it in 
general. When specification of excep- 
tional characteristics is required to 
special cases, plain English words can 
be added in textural description. 

One last point. From the deep 
meaning of nevus, it would seem that 
every one of us in entirety is a one- 
time, unique nevus. Our distinctive 
dermatoglyphics are proofs of it. Is it 
not true then that ordinary acne in all 
its varieties is merely a common ne- 
void anomaly predicted upon genetic 
mechanisms? 

JOSE M. RODRIGUEZ, MD 
New York 
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Chlorpromazine Photosensitivity 


To the Editor.-It is generally ac- 
cepted that photodermatoses may be 
the result of phototoxic or photoaller- 
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gic mechanisms. The clinical and 
photopatch test criteria do not always 
enable one to distinguish the two 
varieties. If photoallergy is caused by 
a delayed-type hypersensitivity (type 
IV) mechanism, as in chemical con- 
tact dermatitis, in vitro tests of de- 
layed hypersensitivity might be ex- 
pected to distinguish between the 
two. 

We have studied a group of 15 long- 
stay psychiatric patients, mostly 
schizophrenic, all on chlorpromazine 
hydrochloride therapy in doses vary- 
ing from 150 to 400 mg/day either 
alone or in combination with other 
drugs, who have shown clinical reac- 
tions of a phototoxic nature. We have 
also studied six nursing staff mem- 
bers who have had clinical photoaller- 
gic hand dermatitis at various times 
as a result of contact with chlor- 
promazine in the course of their 
duties. 

Photosensitivity in the first group 
was confirmed by photopatch testing 
using 2 series of patches including 
10%, 0.5%, and 0.2% chlorpromazine 
hydrochloride in yellow soft paraffin 
and 2% and 0.2% chlorpromazine hy- 
drochloride in water. Irradiation was 
carried out on stripped and un- 
„stripped skin using sub-minimal er- 
ythemal doses (sub-MED) of light 
from 6 kw unfiltered xenon arc and 
black light (300 to 400 nm) sources. 

All the patients reacted to one or 
more of the patches, but no consistent 
pattern of reactivity emerged. Lym- 
phocyte transformation tests (LTT) 
were carried out on the lymphocyte 
rich (29096) supernatant (serum + 
cells) from heparinized blood after 
gravity sedimentation as previously 
reported.’ 

The following cultures were set up 
in quadruplicate in nine of the 15 pho- 
totoxic subjects: 

1. Medium + serum + cells 

2. Medium + irradiated serum + 
cells 

3. Medium + serum + cells + 
chlorpromazine 

4. Medium + serum + cells + irra- 
diated chlorpromazine 

5. Medium + irradiated serum + 
cells + chlorpromazine 

6. Medium + irradiated serum + 
cells + irradiated chlorpromazine 

7. Medium + irradiated (serum + 
chlorpromazine) + cells 
A volume of 1.5 ml medium 199 plus 
0.5 ml serum cell suspension were in- 
cubated at 37 C for six days. The 
chlorpromazine concentration was 1 


mg/100 ml, and samples were irra- 
diated (60 mJ/sq cm) with a 6 kw un- 
filtered xenon are source. The chlor- 
promazine concentration is higher 
than the plasma concentrations of up 
to about 0.1 mg/100 ml reported by 
Curry et al? and was based on prelimi- 
nary work in which irradiation of 
aqueous chlorpromazine solution with 
the same dose produced a color 
change in the solution and a lowered 
absorption spectrum of the drug at 
254 nm, conditions that were likely to 
produce activating photodegradation 
products.‘ A volume containing 2.5 
millicuries of tritiated thymidine 6 
(87 millicuries/mg) was added to each 
culture on day 5, 24 hours prior to har- 
vest and liquid scintillation assay. 

The thymidine uptake ratio (TUR, 
disintegrations per minute of test 
culture/disintegrations per minute of 
control culture) was elevated in only 
one subject who had a value of 3.9 for 
culture 7. The remainder of the sub- 
jects had TURs of less than 1.5. 

On the basis of this result, the ex- 
perimental conditions were modified 
as follows for the other six phototoxic 
subjects: 

1. Medium + serum + cells 

2. Medium + irradiated serum + 
cells 

3. Medium + irradiated (serum + 
10 mg/100 ml chlorpromazine) + cells 

4. Medium + irradiated (serum + 
1 mg/100 ml chlorpromazine) + cells 

5. Medium + irradiated (serum + 
0.1 mg/100 ml chlorpromazine) + 
cells 

One subject had TURs of 9.2 and 
3.4 for cultures 2 and 5. 

In the group of six clinically pho- 
toallergic subjects, this latter series 
of experimental conditions was used 
again, and one subject had an in- 
creased TUR of 2.9 in culture 4. 

A depressed LTT to phytohemag- 
glutinin in schizophrenics on pro- 
longed phenothiazine therapy was re- 
ported by Knowles et al, but it has 
also been noted that other factors, 
such as cyclie adenosine morophos- 
phate,* aspirin,’ and iron deficiency 
anemia* depress lymphocyte transfor- 
mation. It is highly probable that 
such factors could influence LTT re- 
sults in a hospital population. If this 
implies the presence of a serum factor 
that interferes with the capacity of 
lymphocytes to undergo mitosis, then 
this may be relevant to our incon- 
sistent findings. The lymphocyte 
transformation test clearly cannot be 
employed as a practical aid to distin- 
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guish between so-called clinically pho- 
totoxic and photoallergic reactions. 
E. J. RAFFLE, X B, CHB, FRCP 
T. M. MacLeor, PuD, FPS, 
LRIC 
F. HUTCHINSON PHD 
B. BALLINGER, MB, CHB, MRCP, 
MRC Psycu 
Dundee, Scotland 
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Striated Osteopathy in 
Focal Dermal Hypoplasia 


To the iditor.-We have read with 
great interest the article in the AR- 
CHIVES by Gottlieb e- al (108:551-553, 
1973) concerning a case of focal der- 
mal hypoplasia. 

The descriptions of clinical and 
roentgenographic firdings are very 
detailed. We have scme doubts, how- 
ever, about the intempretation of the 
metaphysial bone texture. The au- 
thors have observec a modification 
that they attribute to osteoporosis. 

After examination of nine focal 
dermal hypoplasias, we have noted 
the presence of a str ated osteopathy 
in all female cases Striated oste- 
opathy may be defined as a particular 
osteocondensation made up of fine, 
opaque, parallel vertial bands. These 
bands spread from he juxtaepiphy- 
sial part through he metaphysis, 
where they are broader, to the jux- 
tametaphysial part cf the diaphysis, 
where they grow thinner and fade 
off. This striated osteopathy is bilat- 
eral and symmetrica; it involves the 
metaphysis of the long bones. 
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These conclusions were first pub- 
lished by Larregue et al' in 1971. 
Their validity was confirmed at the 
Fourth International Congress on 
Human Geneties in Paris, Sept 10, 
1971, as well as at the Eighth Meeting 
of the European Society of Pediatric 
Radiology in Elsenor, Denmark, May 
12-15, 1971. The same subject was 
presented to the French Radiologic 
Society? and to the French Rheuma- 
tologic Society on June 21, 1972. 

After these reports, our work has 
been corroborated in Italy by Nazzaro 
et al^ who noted striated osteopathy 
in a female patient with focal dermal 
hypoplasia. Professor Beylot recently 
presented another case of focal der- 
mal hypoplasia with striated osteop- 
athy at a meeting of the French Der- 
matologic Society on April 27, 1974. 
We also draw attention to the sum- 
mary of this subject in the Year Book 
of Dermatology.’ 

We believe that striated osteopathy 
may exist in the case reported by 
Gottlieb et al. We suggest that the 
skeletal x-ray films should be reexam- 
ined. 

Pror. Dr. M. LARREGUE 
DR. M. DUTERQUE 
Paris 
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Reply 


To the Editor.—The available x-ray 
films were reviewed by A. L. Weber, 
MD, of the Massachusetts Eye and 
Ear Infirmary. He noted bilateral 
vertical striation of the proximal 
portion of the humeri, the upper and 
lower aspects of the femoral meta- 
physes, and the lower portion of the 
femoral epiphyses. This, indeed, is in 
conformance with the findings sug- 
gested by Dr. Larrégue and Mrs. 
Duterque. 

SHELDON K. GOTTLIEB, MD 

Washington, DC 


Malignant Melanomas 


To the Editor—In the ARCHIVES 
(110:599-601, 1974), Okun et al re- 
ported malignant melanomas devel- 
oping from intradermal nevus. Dr. 
Okun sent the histological slides to 
Professor Illig, chairman of the De- 
partment of Dermatology of the Uni- 
versity of Gießen, in West Germany, 
who sent them to me. Published al- 
ready in the ARCHIVES (92:69-72, 1965) 
is a report of a metastasis of a malig- 
nant melanoma found surrounded by 
a capsule of connective tissue beneath 
an intradermal nevus, revealing lipo- 
matous degeneration. A transition 
between the nevus and the metasta- 
sis is not found. In contrast, the nevus 
is separated by the capsule of colla- 
genous fibers mentioned previously. I 
do not see a malignant melanoma at 
all. In my opinion, a cellular blue 
nevus is combined with an intrader- 
mal nevus. The peculiar vesicle-like 
cells that are diagnosed as cells of a 
malignant melanoma by Okun et al 
are a variety of nevus cells that I de- 
scribed in a previous article. The 
translation of that title is “Vesicle- 
like Cells in Nevus Cell Nevi.” Those 
cells are also found in cellular blue 
nevi and may be misdiagnosed as ma- 
lignant.? I doubt, therefore, that the 
two cases of Okun et al confirm the 
assumption that intradermal nevus 
cells may become malignant. 

Pror. Dr. HEINZ GARTMANN 

Köln, West Germany 


L Gartmann H: Über blasige Zellen in 
Naevuszellnaevus. Z Haut Geschlechtskr 28:148- 
159, 1960 

2. Gartmann E: Neuronaevus bleu Masson-cel- 
lular blue nevus Allen. Arch Klin Exp Dermatol 
221:109-121, 1965. 


Reply to Dr. Gartmann 


To the Editor.—Dr. Gartmann would 
have us believe that a patient with 
metastatic melanoma could go on for 
four years after the removal of a 
single metastasis (without removal of 
the primary tumor) without signs or 
symptoms. On autopsy, no primary 
melanoma, or other primary malig- 
nant tumor, was found. It is true that 
much of the deeper (malignant) por- 
tion of the tumor in my initial case 
(ARCHIVES 110:599-601, 1974) was sur- 
rounded by compact connective tis- 
sue. However, Dr. Gartmann failed to 
note an obvious transition zone be- 
tween the area of benign nevus cells 
and the area of melanoma (Figure). 
When we first reported this case ten 
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Top left, Transitional zone (M, and M.) between lower part of dermal nevus (N) and 
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area of maximum atypicality (hematoxylin-eosin, original magnification x 210). Top 
right, Lower part of dermal nevus (N in top left) shows typical type C nevus cells with 
small, regular nuclei (hematoxylin-eosin, original magnification x 830). Bottom left, 
Upper part of transitional zone (M, in top left) shows recognizable type C nevus cells, but 
also cells with definitely atypical nuclei (hematoxylin-eosin, original magnification 
x 830). Bottom right, Lower part of transitional zone (M, in top left) shows majority of 
cells with atypical nuclei (hematoxylin-eosin, original.magnification x 830). 


years ago, numerous histopatholo- 
gists, including Dr. Walter Lever, ex- 
amined the slides and concurred in 
the diagnosis of melanoma develop- 
ing from a dermal nevus on the basis 
of this transitional zone. Dr. Gart- 
mann's conclusion, therefore, is with- 
out foundation either from a histori- 
cal or histopathologic viewpoint. 

Our discussion of the second case 
made it clear that our diagnosis 
of melanoma in the deeper part of 
the tumor was not unequivocal. We 
pointed out that the microscopic dif- 
ferential diagnosis was between bal- 
loon cell nevus and balloon cell mela- 
noma, but that the nuclear features 
favored the latter. In our recent light 
and electron microscopic studies of 
balloon cell nevus,' we cited Dr. Gart- 
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mann's article, as well as the work of 
others on this subject. Microscopic 
differentiation between balloon cell 
nevus and balloon cell melanoma can 
be difficult. We favored the latter in 
our case, but were not as dogmatic as 
Dr. Gartmann. Such dogmatism can 
only cause harm by falsely reassuring 
pathologists who are faced with this 
differential diagnosis. 

I would like to remind Dr. Gart- 
mann that Reed et al described ma- 
lignant transformation of intrader- 
mal components of congenital nevi.’ 

Although I believe that intrader- 
mal nevi may rarely undergo malig- 
nant transformation, I did not, as Dr. 
Gartmann indicated, make the "as- 
sumption that intradermal nevus cells 
may become malignant." How malig- 


nant transformation of intradermal 
nevi occurs is an open question. One 
possibility is that there is malignant 
transformation of melanoblasts that 
were previously differentiating into 
benign nevus cells. 

MiLTON R. Okun, MD 

Boston 
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Transient Acantholytic 
Dermatosis 


To the Editor.—The case described in 
the February 1975 issue as acute 
eruptive Darier disease' is, instead, a 
typical example of transient acan- 
tholytic dermatosis (Grover disease). 
Grover disease appears suddenly in 
an adult without a family history of 
similar skin disease and is character- 
ized by pruritic papules, mainly on 
the trunk, that clear spontareously 
within a few months. Pathologically, 
Grover disease resembles Darier dis- 
ease. 

YELVA L. LYNFIELD, MD 

Brooklyn, N Y 

l. Fishman HC: Acute eruptive Darier dis- 

ease. Arch Dermatol 111:221-222, 1975. 


2. Grover RW: Transient acantholytie derma- 
tosis. Arch Dermatol 101:426-434, 1970. 


In Reply.—It is true that the article 
by Grover on transient acantholytic 
dermatosis, as well as the article by 
Ackerman on folliculitis with focal 
acantholytic dyskeratosis (the AR- 
CHIVES 106:702, 1972), makes us care- 
fully review and reformulate our con- 
cepts of Darier disease. However, 
when these articles were again 
brought to the attention of Dr Paul 
Hirsch, who is an unusually qualified 
and experienced dermatopathologist, 
he still believes that in my reported 
case, the correct diagnosis is, as pre- 
sented, Darier disease. 

HAROLD C. FISHMAN, MD 

Los Angeles 
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BETADINE Skin Cleanser and BETADINE Ointment 
provide the same broad-spectrum microbicidal 
action as BETADINE microbicides chosen by NASA 
for the Skylab mission and for Apollo 11/12/14 
splashdowns. They kill gram-positive and gram- 
negative bacteria (including antibiotic-resistant 
strains), fungi, viruses, protozoa and yeasts... 

are virtually nonirritating and nonstinging... 
nonstaining to skin and natural fabrics. 


BETADINE Skin Cleanser degerms the skin of 
patients with common pathogens, including 
Staph. aureus...helps prevent recurrence 
of acute inflammatory skin infections and 
spread of infection in acne pimples...may 
be used routinely for general skin hygiene. 
(In the rare instance of local 
irritation or sensitivity, discon- 
tinue use in the individual.) 


BETADINE Ointment kills 
pathogens in skin and wound 
infections...indicated in 
infected stasis ulcers and to 
help prevent infection in burns, 
lacerations and abrasions. Not 
greasy or sticky ...the treated 
area can be bandaged. 
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Before treatment, patient shows widespread but 
relatively moderate solar keratosis—7/12/68. 


Solar keratosis is often a fact of life. 


Among any light-skinned population, 
extended exposure to the sun may lead to 
solar keratoses. Whether called solar, 
actinic or senile keratoses, these lesions have 
a characteristic appearance. Typically, they 
are flat or slightly elevated, of a brownish or 
reddish color, papular, dry, rough, adherent 
and sharply defined. They commonly occur 
as multiple lesions usually found on exposed 
portions of the skin. And because they may 
be premalignant, they should be treated. 








After a month of treatment with Efudex (fluorouracil) 5% 
—8/ 14/68. Sites of keratoses are erythematous. Les ons 
not visible before therapy have appeared; intervening 
normal skin shows no response to the medication. 


The action is where the lesion is. 
Response begins after several days of 

therapy with Efudex (fluorouracil) 5% Cream. 
The reaction is usually maximal within two 
weeks, gradually subsiding after discontinua- 
tion of therapy. Healthy skin shows virtually no 
response to application of Efudex. Subclinical 
lesions will appear during the course of treat- 
ment. And, of course, lesions that do not 
respond should be biopsied to rule out fran« 
neoplasms. The sequence of therapeutic 
action is erythema, vesiculation, eros on, 
ulceration, necrosis and then epithelization. 
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Before prescribing, please consult complete 
product information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses. 

Contraindications: Patients with known hyper- 
sensitivity to any of its components 

Warnings: |f occlusive dressing used, may in- 
crease inflammatory reactions in acjacent normal skin. 
Avoid prolonged exposure to ultraviolet rays. Safe use 
in pregnancy not established. 

Precautions: If applied with fingers, wash hands 
immediately. Apply with care near eyes, nose and 
mouth. Lesions failing to respond or recurring should 
be biopsied. 

Adverse Reactions: Local—rain, pruritus, hyper- 
pigmentation and burning at application site most 
frequent; also dermatitis, scarring, soreness and tender- 
ness. Also reported—insomnia, stomatitis, suppuration 
scaling, swelling, irritability, medicinal taste, photo- 
sensitivity, lacrimation, leukocytosis, thrombocytopenia, 
toxic granulation and eosinophilia. 

Dosage and Administration: Apply sufficient 
quantity to cover lesion twice daily with nonmetal 
applicator or suitable glove. Usual curation of therapy 
is 2 to 4 weeks. 





Three end one-aalf months following end of therapy— How Supplied: Solution, 10-ml drop dispensers— 
12/11/58. Skir-appears clear, with no evidence of containing 296 or 596 fluorouracil on a weight/weight 
scarring and nc recurrence or new lesions. basis, compounded with propylene glycol, tris(hydroxy- 


methyl)aminomethane, hydroxypropyl cellulose, 
parabens (methyl and propyl) and disodium edetate. 


Its rhe results that count Cream, 25-Gm tubes—containing 5% fluorouracil 
él . in a vanishing cream base consisting of white petro- 

Easily applied Efudex (fluorouracil) 5% latum, stearyl alcohol, propylene glycol, polysorbate 60 

Cream offers therapy that’s convenient, effec- and parabens (methyl and propyl) 
py 

tive and has a high degree of safety. It usually Roche Laboratories 
provides excellent cosmetic results, as seen C ROCHE Division of Hoffmann-La Roche Inc. 
in the photoaraph-above. Incidence of scar- Nutley, New Jersey 07110 


ring, of particular importance with multiple 
facial lesions, is low. And the availability of 
the 595 cream, a Roche exclusive, adds econ- 
omy as well & outstanding clinical efficacy. 


Efudex 5% Cream 


fluorouracil/Roche 
For overt and subclinical keratotic lesions 
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The remarkable Aeroseb- D patented delivery system can do. what no other steroid can. 

As well as keeping your patient's hair unruffled, Aeroseb-D will treat dozens of difficult 
to reach areas of the body. Behind the back. Between the toes. Even through panty hose to get 
at painful sunburn. 

Aeroseb-D offers the patient acceptance you desire by giving your patients the convenience 
they desire. 

No steroid is more convenient or easier to use than Aeroseb-D. 





Aeroseb-D (dex: amethasone) topical aerosol spray PRECAUTIONS If irritation develops. the product should be discontinued and appropriate therapy 
: SIituled 
DESCRIPTION: Each aeroso! contains 15 Gn 90 Gr 
the presence of an infection, the use of appropriate antitungal or antit tenal agents shou!d be 
dexamethasone ........................ dus Kewanee senmadedéouedné tina skews .166 mg 10 mq r tuted |f a favorable response does not occur promptly, the ! jid be d ontinueé 
alcoho (41 9% t y we ght) r . ease a OE d 62B Gn 377 G I! the infection has beer adequat ely controlled 
with isopropy! myristate and propellant (dichlorotetraliuoroethane) f extensive areas are treated or i! the occlusive technique is used the p bility exists of 
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LOS ANGELES DEFMATOLOGICAL 
SOCIETY 

April 10, 1974 

Richard Mihan, MD, Recorder 


Nocardia brasiliensis M-cetoma. Presented 
by Lysne Diane Reg, MD (by invita- 
tion), ORvILLE J. SreNE, MD, James H. 
GRAHAM, MD 


The patient, a 65-year-old Mexican man, 
developed multiple granulomatous lesions 
on his left knee and le during 1966. The 
first lesiens appeared -hortly after he in- 
jured his leg while wo-king as a farm la- 
borer in southern California. No cultures 
were taken at that time, but orally admin- 
istered antibiotics led w healing of the le- 
sions. 

In 1969, he was worxing as a gardener 
and sustained an injery from a broken 
lawn mower collectior basket wire that 
penetrated his leg. Maltiple draining le- 
sions again developed. This time, cultures 
grew Nocardia brasiliensis. He was 
treated with 100 mg o: dapsone daily. Af- 
ter six months of treatment the lesions im- 
proved, but he-was not available for follow- 
up. In 1972, he sustained an injury to his 
left knee that eventualy required surgical 
intervention and appication of a cast. 
When the cast was removed, several 
scarred lesions of the old infection had 
apparently been reactivated. 

Treatment with 50 mg of dapsone daily, 
started in March 1974 has recently been 
increased to a daily dese of 100 mg. 


Discussion 


Dr Lynne Rok: This»atient has multiple 
atrophic-scars and one active granulating 
lesion with a draining sinus involving the 
left knee, which is swollen and limited in 
its range of motion. There is no inguinal 
adenopathy. Aspiratim of the left knee 
yielded yellow, turbid. thick fluid contain- 
ing many polymorphenuclear leukocytes. 
No organisms were icntified in acid-fast 
or Gram-stained smears of the joint fluid. 
Repeated cultures of ‘he skin lesions and 
joint fluid have yielded negative findings 
for fungi, acid-fast ba«illi, and aerobic and 
anaerobic bacteria. Xay films of the left 
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knee showed changes consistent with 
degenerative joint disease. Although re- 
sults of current culture studies have been 
negative, we believe that the patient has 
recurrent Nocardia brasiliensis myce- 
toma. Examination of a biopsy specimen 
shows a dermal abscess of neutrophils with 
scattered histiocytes, lymphocytes, eosino- 
phils, and giant cells at the periphery. 
Within the abscess are granules that 
contain bacteria, their secretory products, 
and/or dermal elements formed in re- 
sponse to the organisms. The individual 
organisms are not demonstrated in routine 
hematoxylin-eosin or PAS stained sections. 
A Brown-Brenn stain demonstrates typical 
Gram-positive filaments within one of the 
granules. 

Dr ORVILLE J. STONE: Sulfone drugs 
should be administered for a long period of 
time after the patient is cleared clinically. 
In Texas I saw cases of Allescheria boydii 
infection, particularly from east Texas, 
and Nocardia brasiliensis infection, par- 
ticularly from the Rio Grande Valley. This 
patient's disease is typical of the Necardia 
type. The lesions produced by the fila- 
mentous fungi tend to remain localized, 
whereas the lesions produced by Necardia 
have a much greater tendency to spread up 
the extremity. Sometimes they preduce a 
sporotrichoid pattern. When the lesions 
were severe and there was extensive bony 
involvement, amputation had to be recom- 
mended. The mycetoma caused by the fila- 
mentous fungi could be treated directly by 
the surgeon, but I always treated the no- 
cardial type with sulfones or antibiotics 
for several months. Any time you trauma- 
tize tissue proximal to the nocardial in- 
fection, you run a risk of relocating the 
disease. 

This patient has some joint involvement, 
with 50,000 white blood cells/ml and nega- 
tive x-ray film findings. The question is 
whether he has a nocardial infection in the 
joint. He had a synovial biopsy and fluid 
culture performed yesterday. We would 
like to grow the organism again so that we 
could get sensitivities and add other forms 
of therapy, if necessary. The sulfones con- 
trolled the condition before, but Nocardia 
does respond to other antibioties. The fact 
that his early lesions responded :o anti- 


biotics does not rule out nocardiosis. Prob- 
ably some early nocardial lesions are mis- 
diagnosed as being caused by bacteria but 
are still properly treated. The way to cul- 
ture these organisms is to get some of the 
granules from the lesion's drainage, but 
this patient's lesions have not been drain- 
ing much. Ancther method of isolating the 
organism is to do a biopsy and eut up the 
tissue so that you can find the granules. 
These are repeatedly washed with sterile 
saline and then crushed and placed on cul- 
ture media. 

Dr Norma VIOLANTE (by invitation): The 
organisms are usually easy to culture. This 
is a typical ease in a farmer with lesions in 
the leg. In Mexico, we treat the condition 
with sulfone drugs, 100 or 200 mg per day, 
for a long time; sometimes for the remain- 
der of the patient's life. The patients re- 
spond to treatment, especially if the in- 
fecting organism is Nocardia brasiliensis. 

DR WiLLIAM B. REED: Are there ever any 
deaths? 

DR VIOLANTE: When there is a lesion on 
the trunk or chest, invasion of the lung 
may follow, and the patient may die. Usu- 
ally, when the lesions are in the legs, there 
is no threat of fatal outcome. 

DR JAMES H. GRAHAM: The Brown-Brenn 
Gram stain demonstrates granules within 
a dermal abscess, and the coccobacilli line 
up to form a network of filaments typical 
of Nocardia brasiliensis, the causative or- 
ganism. There is striking contrast in No- 
cardia brasiliensis mycetoma, since the 
granules stain Gram-negative and the or- 
ganisms are Gram-positive. 

Dr J. WALTER WILSON: The same is true 
for the granule and organisms in actino- 
mycosis, and there are staining similar- 
ities in the asteroid granules formed by 
several of the deep fungal organisms. Re- 
garding Allescheria boydii infections, I 
know of no chemotherapy effective in this 
disease. Dr Juan D. MacKinnon of Monte- 
video made an extensive study of infec- 
tions with this organism and tried many 
chemotherapeutic approaches, without suc- 
cess. À patient in Los Angeles has this dis- 
ease, although, sinee we grew only the im- 
perfect form on culture, the causative 
agent in this instance is more properly 
called Monosporium apiospermum. He was 
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treated with 13 different systemic chemo- 
therapeutic agents, including amphotericin 
B, by isolation and perfusion of the in- 
fected limb under the supervision of Dr 
Vietor Newcomer; none of the agents was 
beneficial. 

Returning to Nocardia brasiliensis in- 
fections, I am of the impression that the 
sulfones are not so effective if bony in- 
volvement is present. Deep-seated bony in- 
volvement indicates a poor prognosis. This 
patient needs therapy in addition to the 
sulfone. This is effective against the No- 
cardia organisms, but, as is the case with 
actinomycosis, there is probably a symbi- 
otic bacterial infection here. He needs 
medication effective against the bacterial 
ally as well. 

Dr STONE: Proteus and other bacteria 
have been cultured from these typical 
mycetomas. 

Dr GRAHAM: One comment about a bac- 
terial disease called botryomycosis. Gran- 
ules are present in areas of dermal abscess 
formation similar to those seen in No- 
cardia brasiliensis infections, but the dis- 
ease is caused by Staphylococcus aureus, 
coagulase positive. It must be considered 
in the differential diagnosis of granule- 
forming bacterial and fungal infections in- 
volving the skin. 

Dr Roe: The prognosis in this patient 
rests with the ultimate identification of the 
causative organism and the extent of its 
invasion of the tissue. If mycetoma is lim- 
ited to the skin and adjacent subcutaneous 
structures, the outcome will be much more 
successful than if the knee joint and bones 
are involved. Rogers and Muller in the Ar- 
CHIVES (109:529-534, 1974) point out that 
the prognosis depends on administering 
high enough levels of an appropriate anti- 
biotic or combination of drugs for an ex- 
tended period, even beyond clinical cure. 

Since the patient’s case was presented at 
the May 1974 meeting of the Los Angeles 
Dermatological Society, Nocardia brasili- 
ensis has been isolated from current skin 
cultures through the personal supervision 
of Frank E. Swatek, PhD, Professor and 
Chairman, Department of Microbiology, 
California State University, Long Beach, 
Calif. 


Nonproprietary Name 
and Trademark of Drug 


Amphotericin B—Fungizone. 


SAN FRANCISCO DERMATOLOGICAL 
SOCIETY 


Nov 9, 1974 
Faye D. Arundell, MD, Recorder 


Recurring Digital Fibrous Tumor of Child- 
hood, Case 1. Presented by JAMES BECK- 
ETT, MD. 

A 14-month-old girl developed a firm 
nodule on her right ring finger nine 
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months ago. Three months later, the lesion 
was excised, and dermatofibroma was 
diagnosed following microscopical exami- 
nation of hematoxylin-eosin stained sec- 
tions. À similar nodule recurred at the sur- 
gical site within one month. 

Examination at the Stanford Dermatol- 
ogy Clinic two months after the excision 
showed a single nodule on the ulnar side of 
the distal phalanx of the right ring finger 
(Fig 1). The nodule was smooth, skin-col- 
ored, and firm, measuring 1 em in diame- 
ter. Special histological stains of the tissue 
from the original excision defined the char- 
acteristic inclusion bodies of recurring dig- 
ital fibrous tumor of childhood. Two new 
nodules developed on the same distal pha- 
lanx in the succeeding five months. 

Case 2. Presented by LEon DEMAR, MD. 

A 17-year-old girl noted an asympto- 
matic nodule at the base of the nail on the 
left third toe 21 months ago. A similar nod- 
ule developed on an adjacent toe three 
months later. No trauma preceded the nod- 
ules, but a portion of the left third toe-nail 
had been shed, apparently spontaneously, 
when she was 7 years old. 

Six months after its appearance, the ini- 
tial nodule and nail were excised by her 
physician. The lesion was reported to be a 
benign fibroma or hamartoma. Two nod- 
ules recurred at the excision site, and all 
nodules are slowly increasing in size. 

Examination shows three flesh-colored, 
firm nodules on the third and fourth toes of 
the left foot. The nodule at the proximal 
nail fold of the fourth toe is 4 mm in 
diameter, and those on the lateral and me- 
dial sides of the distal phalanx of the third 
toe are 6 mm and 4 mm in diameter. 

Review of the tissue from the original 
excision shows the characteristic histologic 
features of recurring digital fibrous tumor 
of childhood. 


Discussion 


Dr. A. J. Cox: Histologic examinations 
of the biopsy specimens from both patients 
show essentially similar features. The 
principal change is almost complete re- 
placement of the dermis by a fibrous mass. 
Substantial cellularity and bundle forma- 
tion with parallel nuclei are prominent fea- 
tures of the dermal tumor. Although the 
tumor infiltrates and replaces most of the 
dermis, the cells are uniform in appear- 
ance. The tumor is not malignant, but it 
does appear neoplastic because it is so cel- 
lular. 

The specific feature characterizing the 
tumors is the presence of curious bodies 
within the cells. The intracytoplasmic in- 
clusions are small dots that look like arte- 
facts but are not. They become visible only 
after special staining of the tissue with 
iron hematoxylin or phosphotungstic acid- 
hematoxylin stains. The inclusion bodies in 
the two specimens were not digested by ri- 
bonuclease. 

Dr. BECKETT: In 1965, Reye reported six 
cases of fibrous tumors occurring in in- 
fancy and early childhood, involving only 





Fig 1.—Recurring digital fibrous tumor 
of childhood in 14-month-old girl. 


the digits, recurring frequently following 
excision, and containing distinctive in- 
tracytoplasmic inclusion bodies.' Reye con- 
cluded that this tumor was a distinet en- 
tity among the juvenile fibromatoses, and 
he coined the term “recurring digital fi- 
brous tumor of childhood." 

My review of the literature shows a total 
of 49 cases, including the two new cases 
presented today. A summary of the clinical 
features shows the following: (1) The tu- 
mor is recognized or diagnosed within the 
first year of life in 80% of the cases. (2) The 
age of recognition ranges from birth to 15 
years. (3) Both sexes are affected nearly 
equally. (4) The tumors occur and recur ex- 
clusively on the digits. (5) Following surgi- 
cal excision, the tumor recurs in about 60% 
of the cases. (6) Three cases of spontane- 
ous remission have been reported. Despite 
the high rate of local recurrence, no case of 
distant metastasis has been reported. 

The feature that separates this tumor 
from other fibrous tumors is the presence 
of intracytoplasmic inclusion bodies. They 
are not readily visible with hematoxylin 
and eosin stain, but Reye found that the 
inclusion bodies were easily demons:rable 
on staining with iron hematoxylin, methyl 
green-pyronin, hematoxylin phyloxine tar- 
trazine, and acridine orange with ultravio- 
let light. To substantiate the specificity of 
these inclusions, Reye prepared a number 
of soft tissue sarcomas and various benign 
fibrous tumors with identical stains. He 
was unable to demonstrate similar inclu- 
sion bodies. Shapiro demonstrated that the 
inclusions were 3 to 10 in size. He showed 
that they could also be stained with Mal- 
lory trichrome and phosphotungstic acid- 
hematoxylin stains, and were Feulger. neg- 
ative, suggesting the absence of DNA. 

The origin of the inclusion »odies is un- 
known. Pyroninophilia of the inclusions 
when stained with methyl green-pyronin 
has led to the speculation that they might 
consist of viral RNA particles. Although 
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Reye and Shapiro were able to demon- 
strate pyroninophilia, Æhlquist et aland 
McKenzie et al* were unable to reproduce 
this finding in their cases. Ahlquist et al 
reported no change from untreated speci- 
mens in the orthochrematic basophilia 
after treatment of the tumor tissue with 
ribonuclease. Pohjanpelto et al prepared 
an ultrafiltrate extracted from the same 
tumor tissue as that reported by Ahlquist 
et al and showed in vitro clumping of hu- 
man fibroblasts in a tissue culture sub- 
jected to this extract. Eowever, other at- 
tempts to show viral transformation in 
tissue culture and to iselate a virus have 
failed. Electron microscopy has provided 
equivocal results regarding the presence of 
viral partieles.* 

In the past, surgical excision or amputa- 
tion has been associated with a recurrence 
rate of 50%. Because the tumor apparently 
does not metastasize, Allen has suggested 
observation rather than excision for recur- 
rent or multiple lesions, after the diagnosis 
is established.’ A surgical approach would 
be appropriately reserved for those cases 
in which contracture deformities or func- 
tional impairment of the digit occurs. 

Dr. DEMAR: The onsetat 15 years of age 
in my patient is unusual All previously re- 
ported cases were recognized in the first 
five years of life. 
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Cholestere] Emboli Causing Gangrene of the 
Extremities. Presented by PAuL CAL- 
HOUN, MD. 

A 55-year-old man with hypertension 
and severe coronary artery disease had a 
eardiac catheterization in May 1974 and 
coronary bypass surgery on June 11, 1974. 
He was readmitted to the hospital on July 
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Fig 2.—Clefts in cholesterol embolus in deep dermal artery (hematoxylin-eosin, origi- 


nal magnification x 400). 


4, 1974, following a generalized seizure. 
Cyanosis of the distal toes, most definite 
on the fourth and fifth toes of the right 
foot, developed and progressed to dry gan- 
grene despite strong pedal pulses. Further 
complications included progressive renal 
failure, sudden bilateral blindness, two 
more seizures, 24-hour coma, severe pulmo- 
nary edema, and severe hypertension. Se- 
rum amylase rose to 1,088 units without 
abdominal symptoms. 

Fundoscopic examination showed choles- 
terol emboli in the retinal vessels. Choles- 
terol emboli were present in the deep der- 
mal arteries in punch biopsy specimens of 
the affected skin on the toes. 

The patient made a remarkable reeovery 
and was discharged, in stable condition, on 
Sept 20, 1974. He lost only a minimal 
amount of tissue from his toes. His vision 
continues to improve. 


Discussion 


Dr. Cox: Histologic examination of the 
skin biopsy specimen shows two occluded 
dermal arteries. The occluding material in 
the first artery contains unusual clefts, 
suggesting that some type of lipid was dis- 
solved during preparation of the tissue sec- 
tions (Fig 2). Emboli composed of athero- 
matous material from the intima of the 
aorta produce this type of histologic find- 
ing. No crystalline structures or clefts are 
present in the second occluded artery, but 
there is, I think, an embolus from the same 
source. 

Dr. M. B. SULZBERGER: I would like to 
point out the resemblance of this patient's 
peripheral gangrene to the condition called 
"emboli cutis medicamentosa." Intramus- 
cular injections of oily materials into the 
buttocks have resulted in embolism and pe- 
ripheral gangrene. Large areas of painful 


gangrene of the leg develop following in- 
jections of bismuth in oil when the fatty 
material was injected by chance, or mis- 
chance, into a vessel. 

Dr. G. A. GELLIN: Embolism of fatty ma- 
terial following fractures of long bones is a 
parallel situation. The treatment for bone- 
marrow emboli is infusion of 5% alcohol in 
5% glucose in water. What is the treatment 
for atheromatous emboli? 

Dr. N. Price: Only supportive measures 
were administered. We were called to see 
this patient at the Palo Alto Veterans Ad- 
ministration Hospital. He was in acute dis- 
tress and had "101 physicians hovering 
over him." An ophthalmologist beat us to 
the diagnosis by finding the emboli in reti- 
nal vessels. 

Dr. CALHOUN: Cholesterol emboli may re- 
sult in clinieal findings within the province 
of many medical specialties, depending on 
the organ involved.'? Peripheral gangrene 
is the major dermatologic manifestation.** 
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SYNALAR Topicals 


(fluocinolone acetonide) 


Summary of Prescribing Information 

DESCRIPTION 

Synalar’ (fluocinolone acetonide) has the 
chemical name 6a, 9a-difluoro-16a-hydroxypred- 
nisolone-16, 17-acetonide. 

Synalar’ Solution 0.01% —contains 0.01% 
fluocinolone acetonide in propylene glycol with 
citric acid. 

Synalar’ Ointment 0.025% —contains 0.02596 
fluocinolone acetonide in white petrolatum. 

Synalar-HP' Cream —contains 0.296 fluocino- 
lone acetonide in a water-washable aqueous base 
of steary! alcohol, cetyl alcohol, mineral oil, 
propylene glycol, Sorbitan monostearate, poly- 
oxyethylene sorbitan monostearate and citric 
acid, with methylparaben and propylparaben 
as preservatives. 

Synemol” (fluocinolone acetonide) has the 
chemical name 6a, 9a-difluoro-16a-hydroxypred- 
nisolone-16, 17-acetonide. 

The vehicle is a water-washable aqueous 
emollient base of stearyl alcohol, cety! alcohol, 
mineral oil, propylene glycol, sorbitan monostea- 
rate, polyoxyethylene sorbitan monostearate 
and citric acid. 

ACTIONS 

Topical steroids are primarily effective because 
of their anti-inflammatory, antipruritic and vaso- 
constrictive actions. 

INDICATIONS 

For relief of the inflammatory manifestations 
of corticosteroid-responsive dermatoses. 

CONTRAINDICATIONS 

Topical steroids are contraindicated in 
vaccinia and varicella. 

Topical steroids are contraindicated in those 
patients with a history of hypersensitivity to any 
of the components of the preparation. 

Synalar-HP Cream should not be used on 
infants up to two years of age. 

PRECAUTIONS 

If irritation develops, the product should be 
discontinued and appropriate therapy instituted. 

In the presence of an infection the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be 
discontinued until the infection has been 
adequately controlled. 

If extensive areas are treated or if the occlusive 
technique is used, the possibility exists of 
increased systemic absorption of the corticos- 
teroid and suitable precautions should be taken. 

Although topical steroids have not been 
reported to have an adverse effect on pregnancy, 
the safety of their use in pregnant females has 
not absolutely been established. Therefore, they 
should not be used extensively on pregnant 
patients, in large amounts, or for prolonged 
periods of time. 

Topical steroids are not for ophthalmic use. 

Synalar-HP Cream should not be used for 
prolonged periods and the quantity per day 
should not exceed 2 g of formulated material. 

ADVERSE REACTIONS 

The following local adverse reactions have 
been reported with topical corticosteroids: 
burning, itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, hypopig- 
mentation. 

Synalar Cream and Ointment, Synemol Cream. 

The following may occur more frequently with 
occlusive dressings than without such therapy: 
maceration of the skin, secondary infection, skin 
atrophy, striae, miliaria. 

HOW SUPPLIED 

Synalar’ (fluocinolone acetonide). 

Cream 0.025% —15, 60 g tubes; 120, 425 g jars. 

Cream 0.0196 — 15, 45, 60 g tubes; 120, 425g jars 

Ointment 0.02596 — 15, 60 g tubes; 425 g jars. 

Solution 0.0196 —20, 60 cc plastic squeeze 

bottles. 

Synalar-HP' (fluocinolone acetonide) 0.296 
Cream —5, 12 g tubes. 

Synemol" (fluocinolone acetonide) 

Cream 0.02596 — 15, 60 g tubes. 

These preparations are available on prescrip- 
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Viewer or Projector 
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by Amir H. Mehregan, M.D., 
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PEDIATRIC COMMUNICABLE DISEASES .... 33 slides 
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60 color slides 


CONGENITAL AMPUTEES 
by Henry K. Taylor, M.D., 
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66 slides 
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DISORDERS & FOOT SURGERY 
by Kenath Herrick Sponsel, M.D., 


Minneapolis, Minn. 


LYMPHANGIO-ADENOGRAPHY 
by Manue! Viamonte, Jr., M.D., 
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INFECTIONS OF BONE 


by Howard L. Steinbach, M.D., 


Univ. of Calif. 


46 color slides 


52 slides 
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MEDICAL FILM SLIDE DIVISION 


Micro X-Ray Recorder. Inc 


3755 West Lawrence 
Chicago. Ill. 60625 


The American Society For 
Dermatologic Surgery, 
The American Academy of 
Facial Plastic and 
Reconstructive Surgery Inc., 
The American Association of 
Cosmetic Surgeons 


ANNOUNCE 
THE THIRD ANNUAL 


Hair Transplant 
Symposium and 
Workshop 


Multi-discipline faculty including: 
dermatoloyists, 
otolaryngologists, regional 
and general plastic surgeons. 
Attendance Limited 


February 13th and 14th, 
1976 


FEE $500 


The Stough Dermatology and 
Cutaneous Surgery Clinic, P.A. 
Doctors Park 
Hot Springs, Arkansas 71901 
For further information, contact: 
Program Director, D.B. Stough, III, 
M.D. at above address. 


312/478-8560 





DERMATOLOGISTS 


Los Angeles or Orange 
County offices full time: 
$6,000 per month mini- 
mum vs. 96 gross charges. 
Can exceed $8,000 per 
month. Part-time $40 per 
hour minimum vs. % 
gross income. 


Excellent benefits. Early 


partnership opportunity. 
Growing practice empha- 
sizes excellent quality 
patient care. Every type 
nearby convenience. 
Please write or phone: 


Edward B. Frankel, M.D. 
6423 Wilshire Blvd., +105 
Los Angeles, CA 90048 


(213) 531-7420 
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* Although there were relatively few 
dermatoiogists in the Snited States in the 
years 1870 to 1920, San Francisco was 
well representec by the nine dermatolog- 
ists who were active isthe city during that 
time. These included George J. Bucknall, 
Alfred E. R sburger, Douglass W. 
Montgomery, ward Morrow, Harry E. 
Alderson, George D. Culver, Ernest D. 
Chipman, Hiram E. Miller, and Lawrence 
R. Taussig. Seven wese members of the 
American Dermatological Association, all 
but one were active academically, and 
several rose to grea heights in their 
profession, community, and nation. 

(Arch Dermatc! 111: 377-1381, 1975) 


eorge J. Bucknall (Fig 1) was the 
first dermatolegist to come to 

San Francisco. He practiced from 1870 
until his death in 1907. Although he 
was well prepared te practice derma- 
tology, the citizens of this new 
community were not yet ready for any 
fine division of labor in medicine. So 
Bucknal! took up general medicine, 
but always retained a strong leaning 
toward his chosen specialty. His half- 
brother, William H. 3rattan, came to 
San Francisco durinz the 1849 gold 
rush. He sent Tor hs younger half- 
brother, Bucknall, six years later. 
Bucknall left Columbia University to 
come West. He enrelled in the first 
medical school class of the medical 
faculty erganized in 1858 by Elias S. 
Cooper. The population of San Fran- 
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1870 to 1920 


cisco was then 56,800, and that of 
California, 380,000. 

However, in March of the following 
year, Bucknall left for Europe and 
entered L'Ecole de Médicine. He 
returned to the United States in 1861 
to serve in the medical corp of the 
Union Army, but was invalided out 
because of typhoid. He resumed medi- 
cal studies at the College of Physi- 
cians and Surgeons, Columbia Univer- 
sity, and graduated in 1864. He did 
postgraduate study in Paris in derma- 
tology, which he elected as a specialty. 
He reached his full stature as a physi- 
cian during 37 years of practice in San 
Francisco, and, as though fate decreed 
he had gained his objective, the fire 
and earthquake of 1906 destroyed his 
instruments, diploma, licenses, and 
books. His office was at 336 Sutter 
St. 

Alfred E. Regensburger (Fig 2) was 
born in New York City, graduated in 
medicine there in 1872, and came to 
San Francisco in 1876 after postgrad- 
uate study in Europe? He had a 
critical and studious mind, and there 
seemed to be much to annoy or amuse 
him at the state society sessions, 
where he had much to say, with acer- 
bity, on various topics. In 1893, he said 
that San Francisco had few skin 
diseases, but had more syphilis than 
any city in the world. He was 
professor of dermatology from 1897 to 
1900 at the San Francisco College of 
Physicians and Surgeons. He resigned 
in 1900 in repudiation of the faculty's 
role during the bubonic plague scan- 
dal. 

Douglass W. Montgomery (Fig 3) 
was a giant in American medicine and 
American dermatology. He was born 
in Ontario, Canada, of Scottish and 
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Welsh parents and attended the 
Toronto School of Medicine and the 
Columbia College of Physicians and 
Surgeons, from which he received his 
medical degree in 1882. After a resi- 
dency in New York hospitals, he spent 
three years in Europe working under 
masters such as Thoma and Ehrlich.’ 
He studied in Italy, Heidelberg, Wurz- 
berg, Vienna, Switzerland, London, 
and Edinburgh. He was chiefly inter- 
ested in pathology and bacteriology. 
He apparently came to San Francisco 
on a pleasure trip in May 1886, and 
decided to remain. He had an inex- 
haustable store of amusing stories, 
usually employed to drive home some 
point he wished to make. He said his 
favorite amusement was observing 
his fellow beings. He had an excellent 
knowledge of ancient and foreign 
languages. 

He became professor of pathology 
at the University of California Medi- 
cal School in 1888, and four years later, 
assumed the new Chair of Dermatol- 
ogy. He was president of the San 
Francisco Medical Society in 1892, and 
six years later became president of 
the California Academy of Medicine. 
For the first 21 years of its existence, 
the California Academy of Medicine 
bore the title of the San Francisco 
Medieal Benevolent Society. Mont- 
gomery said that he never heard the 
subject of benevolence mentioned 
when he beeame a member of the 
society in the late 1880s.' 

Montgomery, with W. G. Hay, 
discovered and demonstrated seba- 
ceous glands in the mouth.’ 

He played a critical role in the 
history of bubonic plague in San Fran- 
cisco and in the United States. On the 
night of March 6, 1900, with William 
Ophuls and J. J. Kinyoun of the Public 
Health Service, he performed an 
autopsy on a Chinese man discovered 
by assistant city physician Frank P. 
Wilson to be in a state of rapid decom- 
position, with swollen lymph nodes.' 
These three concurred in the suspicion 
of bubonie plague, confirming the 
diagnosis by transmittal of the dis- 
ease to a rat, two guinea pigs, and a 
monkey. The city supervisors prompt- 
ly discontinued the salary of city 
bacteriologist Kellogg. They did not 
wish the world to know that San Fran- 
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cisco harbored the black plague. Gov- 
ernor Gage of California flatly denied 
the presence of plague and was sus- 
tained in his stupidity by big business, 
the railroads, newspapers, Board of 
Trade, Chamber of Commerce, and 
the Merchant’s Association. Worst of 
all were the equivocal statements of a 
subservient State Board of Health. By 
1901, the issue had become so rancor- 
ous that a neutral federal commission 
was formed to report on the situation. 
The commission included Professors 
Flexner of Pennsylvania, Novy of 
Michigan, and Barker of Chicago. 
Montgomery was an enthusiastic 
and indefatigable traveler, and wrote 
charmingly of his experiences in 
foreign countries.’ While traveling in 
Brazil in 1910, he learned of Ehrlich's 
discovery of arsphenamine (Salvar- 
san). He sailed at once for Europe, saw 
Ehrlich, and forwarded to the Univer- 
sity of California Medical School the 
first box of "606" ampules to be used 
in the United States. It was in this 
same year that he was elected presi- 
dent of the American Dermatological 
Association, and his presidential ad- 
dress dealt largely with the use of 
arsphenamine and the treatment of 
syphilis. His private practice soon 
resembled more that of a neurologist 


Fig 2.—Alfred E. Regensburger (1851- 
1928). 


than a dermatologist, and his in- 
fluence was so great in this direction 
in the American Dermatological Asso- 
ciation that Pusey complained of it 
(H.E. Miller, unpublished manu- 
script). 

Montgomery had a close friend, 
George Chismore, who maintained 
quarters on the north side of Market 
Street, just west of Powell (the site of 
the present day cable car turntable). 
These quarters were on the second 
floor of a rickety building. Chismore's 





Fig 1.—George J. Bucknall 


1907). 


(1836- 


Fig 3.—Douglass W. Montgomery (1859- 
1941). 


bedroom was hung with guns of every 
type, with such an abundance of 
ammunition that when poker players 
needed more chips, they used car- 
tridges. Chismore maintained morn- 
ing office hours, and Montgomery and 
his other friend, Harry Sherman, 
would have lunch in  Chismore's 
offices, then lie on his bed and shoot at 
a mark on the wall at its foot. Since it 
was Chismore's habit to read in bed, 
Montgomery said the bed had become 
"a library for himself and a shooting 
gallery for Sherman."* 

On the occasion of a special honor 
conferred on Montgomery by the San 
Francisco Medical Society, celebrating 
50 years of practice, he stated that he 
had seen the equipage, dress, and 
demeanor of medical men change. He 
remembered Dr. Von Hoffmann's 
beautiful coach with his coachman in 
livery upon the box, driving a span of 
prize horses; McNutt with his tall, 
white hat of striking shape, seated in 
his carriage and accompanied by his 
spotted coach dogs; Dr. Parsons aus- 
terely seated in his lofty carriage, 
dressed in his London-tailored clothes; 
and Dr. J.H. Stallard, another Eng- 
lishman, who drove a hansom cab 
resembling an upright coffin on trun- 
nions. Dr. Stallard was one of the 


Fig 4.—Howard Morrow (1875-1941) as a 
new medical graduate, class of 1896, 
University of California Medical School. 





Fig 5.—Howard Morrew as Vice- 
President of the American Medical 
Association, 1938. 


Fig 6.—Morrow with Williams McKim Marriott, Dean of UCSF 
Medical School (center), and Alanson Weeks, a prominent 
surgeon, at the ‘Family Farm” (a euphemism, as families were 


not allowed there), about 1938. 


sights of the town, with his white 
flowing side whiskers, his black frock 
coat, his stove-pipe Fat, and his saucy 
lap dogs seated besde him, driving 
forth in his peculiar showcase.’ 

Montgomery and ais wife boarded 
one of the first commercial aircrafts, 
known a3 clippers, in the early 1930s 
and went to the Orient, went up the 
Yangtze River in a single-motored 
plane with a Chinese pilot, and 
returned on a clipper after exploring 
other parts of inland China in the 
same precarious marner. It was on a 
similar trip to South America that 
this keen and likeable gentleman died 
in a pleasant little hetel in Guayaquil, 
Ecuador, on Dec 21, 1941, of myocar- 
dial infaretion.* 

In 1943, Montgomery’s widow pub- 
lished his collected writings in two 
volumes consisting ef approximately 
170 artieles on dermatology, syphilol- 
ogy, philosophy, mecical history, and 
miscellaneous subjects.‘ 

Howard Morrow was born and 
raised in San Franesco. He received 
his MD degree from .he University of 
California in 1896 (Fig 4), then took 
five years of postgraduate study in 
dermatology and syphilology in New 
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York, London, and Vienna.‘ He suc- 
ceeded Douglass Montgomery as 
chairman of the department of der- 
matology at his alma mater in 1911 
and served in this capacity until 1939. 
He served as president of the Cali- 
fornia Academy of Medicine in 1908.’ 
He was chairman of the section on 
dermatology and syphilology of the 
American Medical Association in 1915, 
president of the American Derma- 
tological Association in 1918, presi- 
dent of the California Medical Asso- 
ciation in 1937, and president of the 
California State Board of Health from 
1933 to 1940. He served as vice presi- 
dent of the American Medical Asso- 
ciation in 1938 (Fig 5). He was a 
charter member as well as a director 
of the American Board of Derma- 
tology and Syphilology and give it 
faithful service until his resignation 
in 1938 (Fig 6). 

Morrow was famous for his lectures 
on smallpox and leprosy. The amphi- 
theater was jammed, not only by 
medical students, but by faculty mem- 
bers who returned year after year to 
hear these classics. 

Morrow was one of a quadrimvirate 
that had great power in the Univer- 
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Fig 7.—Harry E. Alderson 
(1877-1952). 


sity of California Medical School. It is 
idle to speculate that his school might 
have had the most powerful and 
influential department of dermatolo- 
gy in the country early in this century 
if Morrow had willed, because he 
certainly has the influence. 

Harry E. Alderson (Fig 7) obtained 
his MD degree from the University of 
California in 1900. After five years of 
general practice in San Francisco, he 
had a year as assistant in the skin and 
syphilis clinie of the same schoo!.* He 
served under some famous men in 
dermatology: Fordyce at New York 
University, Fox and Jackson at the 
Vanderbilt Clinic, Bowen at Harvard, 
and Gilchrist at Johns Hopkins. He 
had joined the staff of the University 
of California as an assistant in 1908. 
In 1912, he had a year's study in 
Berlin, Paris, and London.* 

The West's first medical school was 
established by Elias S. Cooper in 1858, 
with a charter obtained from the 
University cf the Pacifie, and was 
located at San Jose.’ The first medical 
school organized in San Francisco, also 
by Elias S. Cooper, was also founded 
in 1858. After Cooper's death in 1864, 
the group on the faculty was reorga- 
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Fig 8.—George D. Culver 


nized and led by Hugh Huger Toland. 
A split occurred in 1870, and a second 
faculty formed under the direction of 
Levi Cooper Lane. These two groups 
thereafter maintained a competitive 
aloofness. Nor has hell, high water, or 
the expanding desires of the Univer- 
sity of California, as picturesquely 
expresed in 1873, sufficed to merge 
them into one school. 

The Medical College of the Pacific 
continued its honorable career under 
the name of Cooper Medical College 
from 1882 to 1912, and was known 
thereafter as the Stanford University 
Medical School.’ It cut adrift from the 
University of the Pacific in 1882, and 
moved into fine new quarters at 
Webster and Sacramento streets. 
Here, Dr. Levi Cooper Lane, without 
the advice of the faculty and against 
the hostility of the neighbors, provid- 
ed a large brick building adapted to 
medical teaching. Stanford Medical 
School moved to the university cam- 
pus at Palo Alto in the relatively 
recent past. 

When Dr. Alderson returned from 
Europe in 1912, he became professor 
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Fig 9.—Ernest D. Chipman (1875-1946). 


of dermatology and syphilology at 
Stanford Medical School and held that 
position until 1944, when he became 
professor emeritus: He was also 
attending dermatologist at St Mary's, 
Notre Dame (now defunct), and the 
Marine hospitals. He was a member of 
the State Board of Medical Examiners 
from 1912 to 1926 and served as its 
president. He also served as secretary, 
president, and director of the San 
Francisco County Medical Society. He 
wrote and published many articles on 
dermatologic subjects. 

George D. Culver (Fig 8) received 
his MD degree from the University of 
California in 1908 and was assistant in 
dermatology at the University of Cali- 
fornia from 1903 to 1904. He was for 
many years the office associate of 
Douglass Montgomery. Between 1903 
and 1915, Culver wrote 17 articles on 
dermatology. Bechet stated that his 
curriculum vitae is limited to a few 
lines in the history of the American 
Dermatological Association, but this 
was due to his modesty and was not a 
measure of his worth to his profession 
or community.* 








Fig 10.—Hiram E. Miller (1890-1947), 
graduate in the class of 1917, University of 
California Medical School. 


Ernest D. Chipman (Fig 9) received 
his MD degree from Yale University 
in 1897. He practiced in Waterbury, 
Conn, for a few years, then settled in 
San Francisco in 1905 and became 
instructor in dermatology at Cooper 
Medical College. He was a corre- 
sponding member of the Société 
Francaise de Dermatologie et Syphili- 
graphie.* Dr. Chipman was referred to 
by his colleagues as an incredibly 
handsome man. 

Hiram E. Miller graduated from the 
University of California Medical 
School in 1917 (Fig 10). Following 
graduation, he promptly went into the 
Army as a junior officer with base 
hospital No. 30 (the University of Cali- 
fornia unit). 

Base hospital No. 30 was ordered to 
France early in 1918 and took over a 
resort town, Royat, with a number of 
large and small hotels that later in the 
war were able to accommodate 3,000 
beds. Soon, when big medical centers 
were formed, the commanding officer, 
who took over a number of base hospi- 
tals to form one center, picxed him for 
his executive officer. He went to 
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Fig 11 —Miller as the author knew 


Fig 12.—Miller caricatured by Germaine Young 


him. in 1945. 


Hôpital St. Louis wtth each leave and 
studied under Professor Darier. 

After studying urder George Miller 
MacKee in New York, Miller returned 
to San Francisco in 1920 when he was 
appointed instructer in dermatology 
at his alma mater. In 1925, he became 
assistant professor. 

His subsequent career in medicine 
included service on the American 
Board of Dermatolegy and member- 
ship in practically al national associa- 
tions connected with dermatology. He 
was clinical professer of dermatology 
and finally chairmen of the depart- 
ment, University ot California Medi- 
cal School, from 1929 to 1947 (Fig 11 
and 12). 

His writings were few in number 
but were of high cuality. For many 
years he practiced with Howard Mor- 
row and with Lawrence R. Taussig. 

Lawrence R. Taussig (Fig 18) 
received his MD degree from the 
University of California School of 
Medicine in 1919. He took graduate 
training in dermatc ogy and syphilol- 
ogy at his alma mater and was great- 
ly interested in racium. He was for 
many years in charze of the radium 
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emanation plant at the University of 
California. In consequence, he had 
rather severe radiodermatitis of his 
hands. He was much beloved by his 
students, who would rush out to his 
automobile to meet him and to help 
carry in his paraphernalia. He was a 
confirmed gadgeteer, and had the 
first grenz machine west of the Rock- 
ies. He was an excellent photographer, 
and many of the illustrations in Orms- 
by’s textbook attributed to Morrow, 
Miller, and Taussig were actually 
provided by Dr. Taussig. 

Dr. Taussig probably qualifies for 
the distinction of being the first 
dermatologist who received his entire 
training at the University of Califor- 
nia, San Francisco. 

There are other individuals whose 
names are closely associated with San 
Francisco’s early dermatologists men- 
tioned here, but who technically do not 
fall within the framework of the time 
period, 1870 to 1920. 

It is of interest that all but two of 
these nine individuals, Bucknall and 
Regensburger, were elected to mem- 
bership in the American Dermatolog- 
ical Association. It was my privilege 
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Fig 13.—Lawrence S. Taussig (1890- 
1949). 


to have at least a superficial acquaint- 
anceship with Montgomery and Mor- 
row. Taussig taught me much of my 
undergraduate dermatology. and Hi- 
ram E. Miller was my senior office 
associate for six years. My sense of 
bereavement at his passing has not 
entirely dissipated. Dr. Alderson and I 
used to swim together each noon at 
the Olympic Club, and I censidered 
him a close friend. 

These nine gentleman constituted a 
fine group of individuals, and were a 
great credit to dermatology, and espe- 
cially to its development in the 
West. 
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News and Notes 


Patch Test Clinic.—The Second An- 
nual Patch Test Clinic will be held 
during the Academy of Dermatology 
meeting in San Francisco in Decem- 
ber 1975. Residents and physicians in 
practice are requested to work up 
cases for presentation at this clinic 
symposium, where they will be dis- 
cussed by a panel of experts and the 
presenter. Three categories of pre- 
sentations are to be considered: (1) 
the most instructive case, (2) the most 
thoroughly worked-up case, and (3) 
the most unusual case. Awards to 
honor achievement will be given to 
winners in these three categories. 

Those interested should submit a 
history and photomicrographs of the 
clinical lesions as well as patch test 
results of as many cases as they wish 
to submit in each of the three cate- 
gories to William L. Epstein, MD, De- 
partment of Dermatology, University 
of California at San Francisco, San 
Francisco, CA 94143. Prepare now for 
the deadline of Nov 1, 1975. 


History of Dermatology Club Annual 
Meeting.—The third annual meeting 
of the History of Dermatology Club 
will take place on Saturday, Dec 6, 
1975, at 6:30 PM at the Blue Fox Res- 
taurant, 659 Merchant St, San Fran- 
cisco. The annual lectureship will be 
given by Dr. Donald M. Pillsbury, 
Emeritus Professor of Dermatology 
at the University of Pennsylvania 
School of Medicine, followed by cock- 
tails, dinner, and anecdotes. Members 
of the society, other interested der- 
matologists, and their wives and 
friends are invited to make reserva- 
tions in advance by writing to Gerald 
Wachs, MD, Secretary-Treasurer, 
Galloping Hill Road, Kenilworth, NJ 
07033, or by calling (201) 931-3071. 


Pediatric Dermatology Seminar.—A 
three-day Pediatric Dermatology 
Seminar will begin Thursday eve- 
ning, Feb 19, 1976, at the Hyatt Hotel 
on the ocean front of Miami Beach, 
Fla. The program will conclude on 
Sunday afternoon, Feb 22, to be 
followed by a post-seminar tour to 
Cozumel and Mérida in the Yucatan 
peninsula of Mexico. 
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The course is designed to review 
the most recent advances about skin 
diseases in children. The format will 
be two 45-minute lectures, followed 
by a 30-minute question-and-discus- 
sion period in which the audience can 
quiz an internationally renowned fac- 
ulty. 

The faculty and their subjects in- 
clude Drs. Richard K. Winkelmann, 
connective tissue and inflammatory 
vascular diseases; Albert M. Kligman, 
management misconceptions and 
controversies about acne; Robert 
Good, dermatological advances in im- 
munology and skin diseases as a mir- 
ror of blood cell function in children; 
C. Henry and Ruth Kempe, viral and 
social diseases; William B. Bean, med- 
ical, vascular, and internal diseases 
that affect the skin of children; Rich- 
ard Berger, insect bites; Guinter 
Kahn, diseases brought on by sun- 
light. 

The tuition is $125 ($75 for physi- 
cians in training). For further details, 
write to Guinter Kahn, MD, 16800 
NW Second Avenue, North Miami 
Beach, FL 33169. 


International Society of Tropical 
Dermatology Symposium and Work- 
shop.—The International Society of 
Tropical Dermatology will hold a 
symposium on pigmentary and ac- 
tinic disorders and a workshop on 
infectious and communicable derma- 
toses in New Delhi, Feb 26 and 27, 
1976. The meeting will be held jointly 
with the All India Association of Der- 
matologists, Leprologists, and Venere- 
ologists. Specialists from the United 
States, England, and India will par- 
tieipate in the program. A charter 
flight is available. 

Those interested should communi- 
cate with Orlando Canizares, MD, 
Secretary-General, 3 E 69th St, New 
York, NY 10021. 


New Phoenix Dermatologic Society 
Officers.-In May 1975, the Phoenix 
Dermatologic Society held its regular 
meeting and the annual election of 
officers. The newly elected officers of 
this group are Fletcher E. Zimpfer II, 
MD, president; William Rutti, MD, 
vice-president; Bryan Carder, MD, 


secretary-treasurer; and William 
Amos, MD, and Curtis Brown, MD, 
members-at-large. The primary pur- 
pose of this organization is to pro- 
mote and implement continuing med- 
ical education among its members. 
There are approximately 30 members 
in the organization. 


Postgraduate Course.—A seminar ti- 
tled Techniques for Dermatologic Re- 
search in the Office is being presented 
by the Department of Dermatology 
and Extended Programs in Medical 
Education, University of California 
School of Medicine, San Francisco. 

The practicing dermatologist sees 
the clinical case material that forms 
the basis for future developments in 
our specialty. Yet, he is often unable 
to work the patient up to define the 
problem. This limited enrollment 
seminar will stress a pathophysiologic 
approach to just what can be done in 
“office” clinical and laboratory re- 
search. The staff will stress straight- 
forward practical solutions to prob- 
lems in clinical research. 

This will be held at the University 
of California, San Francisco, on 
Thursday and Friday, Oct 8 and 9, 
1976. 

For information, write the Ex- 
tended Programs in Medical Educa- 
tion, Room 569-U, University of Cali- 
fornia, San Francisco, CA 94143, or 
call Judy there at (415) 666-4521. 


European Society for Dermatological 
Research Meeting.—The 1976 Annual 
Meeting of the European Society for 
Dermatological Research will take 
place in the RAI Congreseentrum in 
Amsterdam on April 26-28, 1976. 

Attendance at the scientific ses- 
sions will be open to all members, con- 
tributors, and guests. Nonmembers 
who wish to present a paper are re- 
quested to submit an abstract. They 
will be invited to attend the meeting 
either as contributors or as guests. 

Abstract forms and information 
about the meeting can be obtained 
from C. M. Lapiére, ESDR Secretary, 
Department of Dermatology, Hópital 
de Baviére, B-4000 Liége, Belgium 
(telephone: 041-43.93.72). 
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Before Vanseb. scanning electron micro- 


graph (I000x) shows common hair damage. 
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After Vanseb. After 3 shampooings with 


Vanseb, another micrograph of the same hair 
shows that damage has been greatly repaired. 


Look closely before 





you recommend another 


dandruff shampoo. 


The only difference between the photo on 
the left and the photo on the right is a dandruff 


shampoo. Vanseb® 

Vanseb is the first antisebor- 
rheic shampoo that actually repairs 
your patient’s demaged hair while 
it controls dancruff. It works on 
the frizzies as well as the flakes. 

What makes Vanseb unique is 
protein. Tests prove that protein 
reduces split ends, thickens the hair 
and increases tensile strength. 

To your pazient, this means 
hair that’s manageable, soft and 
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silky. To you, it means a therapy that works 
because your patient will follow it. Even if 


frequent shampooing is necessary. 

For cases requiring a tar sham- 
poo, we make Vanseb®-T, also with 
protein. 

Everybody says their tar sham- 
poo is cosmetically elegant. Vanseb-T 
really is. It doesn’t look or smell 
like a tar shampoo. It produces 
abundant lather. And it leaves hair 
lustrous and easy to comb. 

Vanseb and Vanseb-T. To help 
the hair as well as the scalp. 


We fix more than Dandruff. 
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See next page 


for prescribing information. 
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Vectrin 
minocycline HCI 


Brief summary of prescribing information 
Indications: Vectrin (minocycline HCI) is indicated in infections 
caused by the following microorganisms. 

Rickettsiae. (Rocky Mountain spotted fever, typhus fever and 
the typhus group, Q fever, rickettsialpox, tick fevers) 

Mycoplasma pneumoniae (PPLO, Eaton agent) 

Agents of psittacosis and ornithosis 

gh of lymphogranuloma venereum and granuloma inguinale 

Tfie spirochetal agent of relapsing fever (Borrelia recurrentis) 

The following gram-negative microorganisms: 

Hemophilus ducreyi (chancroid) 

Pasteurella pestis and P tularensis 

Bartonella bacilliformis 

Bacteroides species 

Vibrio comma and V fetus 

Brucella species (in conjunction with streptomycin) 

Because many strains of the following groups of microorganisms 
have been shown to be resistant to tetracyclines, culture and 
Susceptibility testing are recommended. 

Vectrin is indicated for treatment of infections caused by the fol- 
lowing gram-negative microorganisms when bacteriologic testing 
indicates appropriate susceptibility to the drug. 

Escherichia coli 

Enterobacter aerogenes (formerly Aerobacter aerogenes) 

Shigella species 

Mima species and Herellea species 

H influenzae (respiratory infections) 

Klebsiella species (respiratory and urinary infections) 

Vectrin is indicated for treatment of infections caused by the 
following gram-positive microorganisms when bacteriologic test- 
ing indicates appropriate susceptibility to the drug. 

Streptococcus species: 

Up to 44% of strains of Str pyogenes and 74% of Str faecalis 
have been found to be resistant to tetracycline drugs. There- 
fore, tetracyclines should not be used for streptococcal dis- 
pee unless the organism has been demonstrated to be sensi- 
ive. 

For upper respiratory infections due to group A beta-hemolytic 
streptococci, penicillin is the usual drug of choice, including 
prophylaxis of rheumatic fever. 

Diplococcus pneumoniae 

Staphylococcus aureus, skin and soft-tissue infections. 

Tetracyclines are not the drugs of choice in the treatment of 

any type of staphylococcal infection. 

When penicillin is contraindicated, tetracyclines are alternative 
drugs in the treatment of infections due to: 

Neisseria gonorrhoeae 

Treponema pallidum and T pertenue (syphilis and yaws) 

Listeria monocytogenes 

Clostridium species 

Bacillus anthracis 

Fusobacterium fusiforme (Vincent's infection) 

Actinomyces species 

In acute intestinal amebiasis, the tetracyclines may be a useful 
adjunct to amebicides. 
In severe acne, oral tetracyclines may be useful adjunctive ther- 


apy. 

Vectrin is indicated in the treatment of trachoma, although the 
infectious agent is not always eliminated, as judged by immuno- 
fluorescence. 

Inclusion conjunctivitis may be treated with oral tetracyclines or 
with a combination of oral and topical agents. 

Oral preparations of minocycline are indicated in the treatment of 
asymptomatic carriers of N meningitidis to eliminate meningo- 
cocci from the nasopharynx. 

In order to preserve the usefulness of minocycline in the treat- 
ment of asymptomatic meningococcal carriers, diagnostic labora- 
tory procedures, including serotyping and susceptibility testing, 
should be performed to establish the carrier state and the correct 
treatment. It is recommended that the drug be reserved for situa- 
tions in which the risk of meningococcal meningitis is high. 
Minocycline by oral administration is not indicated for the treat- 
ment of meningococcal infection. 

Contraindications: This drug is contraindicated in persons who 
have shown hypersensitivity to any of the tetracyclines. 
Warnings: The use of drugs of the tetracycline class during tooth 
development (last half of pregnancy, infancy, and childhood to 
the age of 8 years) may cause permanent discoloration of the 
teeth (yellow-gray-brown). This adverse reaction is more com- 
mon during long-term use of the drugs but has been observed 
following repeated short-term courses. Enamel hypoplasia has 
also been reported. Tetracycline drugs, therefore, should not be 
used in this age group unless other drugs are not likely to be 
effective or are contraindicated. 

If renal impairment exists, even usual oral or parenteral doses 
may lead to excessive systemic accumulations of the drug and 
possible liver toxicity. Under such conditions, lower than usual 
total doses are indicated and, if therapy is prolonged, serum 
level determinations of the drug may be advisable. 
Photosensitivity manifested by an exaggerated sunburn reaction 
has been observed in some individuals taking tetracyclines. Pa- 
tients apt to be exposed to direct sunlight or ultraviolet light 
should be advised that this reaction can occur with tetracycline 
drugs, and treatment should be discontinued at the first evidence 
of skin erythema. Studies to date indicate that photosensitivity 
does not occur with Vectrin (minocycline HCl). The antianabolic 


PARKE, DAVIS & COMPANY 
Detroit, Michigan 48232 


action of the tetracyclines may cause an increase in BUN. While 
this is not a problem in those with normal renal function, in pa- 
tients with significantly impaired function, higher serum levels 
of tetracycline may lead to azotemia, hyperphosphatemia, and 
acidosis. CNS side effects including light-headedness, dizziness, 
or vertigo have been reported. Patients who experience these 
symptoms should be cautioned about driving vehicles or using 
hazardous machinery while on minocycline therapy. These symp- 
toms may disappear during therapy and always disappear rapidly 
when the drug is discontinued. 
Usage in pregnancy (See above Warnings about use during tooth 
development.) Results of animal studies indicate that tetra- 
cyclines cross the placenta, are found in fetal tissues, end can 
have toxic effects on the developing fetus (often related to re- 
tardation of skeletal development). Evidence of embryotoxicity 
has also been noted in animals treated early in pregnancy. 
The safety of minocycline HCI for use during pregnancy ^as not 
been established. 
Usage in newborns, infants, and children (See above Warnings 
about use during tooth development.) 
All tetracyciines form a stable calcium complex in any bone- 
forming tissue. A decrease in the fibula growth rate has been 
observed in prematures given oral tetracycline in doses of 25 
mg/kg every six hours. This reaction was shown to be reversible 
when the drug was discontinued. Tetracyclines are present in 
the milk of lactating women who are taking a drug in this class. 
Precautions: As with other antibiotic preparations, use of this 
drug may result in overgrowth of nonsusceptible organisms, in- 
cluding fungi. If superinfection occurs, the antibiotic should be 
discontinued and appropriate therapy should be instituted. 
In venereal diseases when coexistent syphilis is suspected, dark- 
field examination should be done before treatment is started and 
the blood serology repeated monthly for at least four morths. 
Because tetracyclines have been shown to depress plasma pro- 
thrombin activity, patients who are on anticoagulant therapy may 
require downward adjustment of their anticoagulant dosage. 
In long-term therapy, periodic laboratory evaluation of organ 
systems, including hematopoietic, renal, and hepatic studies, 
should be performed. 
All infections due to group A beta-hemolytic streptococci should 
be treated for at least 10 days. 
Since bacteriostatic drugs may interfere with the bactericidal 
action of penicillin, it is advisable to avoid giving tetracycline in 
conjunction with penicillin. 
Adverse Reactions: Gastrointestinal: Anorexia, nausea, vomiting, 
diarrhea, glossitis, dysphagia, enterocolitis, and inflammatory 
lesions (with monilial overgrowth) in the anogenital region 
These reactions have been caused by both the oral and paren- 
teral administration of tetracyclines. 
Skin: Maculopapular and erythematous rashes. Exfoliative der- 
matitis has been reported but is uncommon. Photosensitivity is 
discussed above. 
See Warnings.) 
enal toxicity: Rise in BUN has been reported and is apparently 
dose-related. 
(See Warnings.) 
Hypersensitivity reactions: Urticaria, angioneurotic edema, ana- 
phylaxis, anaphylactoid purpura, pericarditis, and exacerbation 
of systemic lupus erythematosus 
Bulging fontanels have been reported in young infants following 
full therapeutic dosage. This sign disappeared rapidly when the 
drug was discontinued. 
Blood: Hemolytic anemia, thrombocytopenia, neutropenia, and 
eosinophilia have been reported. 
CNS: (See Warnings. 
When given over prolonged periods, tetracyclines have been re- 
ported to produce brown-black microscopic discoloration of 
thyroid glands. No abnormalities of thyroid function studies 
are known to occur. 
Dosage and Administration: Therapy should be continuec for at 
least 24 to 48 hours after symptoms and fever have subsided. 
Concomitant therapy: Antacids containing aluminum, calcium, 
or magnesium impair absorption and should not be given to pa- 
tients taking oral tetracycline. 
Studies to date have indicated that the absorption of minocycline 
HCI is not notably influenced by foods and dairy products. 
In patients with renal impairment: (See Warnings.) 
Total dosage should be decreased by reduction of recommended 
P poni doses and/or by extending time intervals between 
oses. 
In the treatment of streptococcal infections, a therapeutic dose 
of tetracycline should be administered for at least 10 days. 
ADULTS: The usual dosage of Vectrin (minocycline HCl) is 200 
mg initially, followed by 100 mg every 12 hours. Alternat vely, if 
more frequent doses are preferred, two or four 50-mg capsules 
may be given initially, followed by one 50-mg capsule four times 
aily. 
CHILDREN: The usual dosage of Vectrin (minocycline HCI) is 4 
mg/kg initially, followed by 2 mg/kg every 12 hours. 
For treatment of syphilis, the usual dosage of Vectrin should be 
administered over a period of 10 to 15 days. Close follow-up, in- 
cluding laboratory tests, is recommended. Gonorrhea patients 
sensitive to penicillin may be treated with Vectrin, administered 
as 200 mg initially, followed by 100 mg every 12 hours for a mini- 
cp hes of four days, with posttherapy cultures within two to three 
ays. 
In the treatment of meningococcal carrier state, the recom- 
mended dose is 100 mg every 12 hours for five days. 
How Supplied: 100-mg Capsules—Each capsule contains mino- 
cycline HCI equivalent to 100 mg minocycline. 
50-mg Capsules—Each capsule contains minocycline HCI equiva- 
lent to 50 mg minocycline. 


For full prescribing information see package insert. 
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MARGINAL ZONE 


NORMAL SKIN 





IN ONLY SEVEN DAYS 


"Before" photograph 


of a psoriatic lesion 
Patient: Ms. L.O. 
Age: 54 

Sex: Female 


Duration of condition: 
38 years 


Status: Exacerbating 
rapidly 

Duration of present 
exacerbation: 1-2 weeks 


Findings: Severe 
inflammation, crusting 
and scaling; moderate 
excoriation and 
pruritus; slight 
induration and pain; 
lesions covering 
backs of hands 


Diagnosis: Psoriasis 


"Before" photograph 
of a psoriatic lesion 
Patient: Mr. P.K. 

Age: 59 

Sex: Male 

Duration of condition: 
21 years 

Status: Exacerbating 
slowly 

Duration of present 
exacerbation: 2 months 
Findings: Severe 
induration, inflam- 
mation, scaling, 
pruritus; slight 
crusting on forearms 
and upper body 
Diagnosis: Psoriasis 
vulgaris 





In only 
7 days 


Treatment: DIPROSO. 
Cream 0.05% b.i.d. 
without occlusive 
dressings 


Findings after 7 days 
No induration, crusti 
pruritus, excoriation 
or pain; slight inflam 
mation and scaling 
Investigator's 
evaluation: ‘‘The cre 
did an excellent job 
clearing the lesions 
and was cosmetically 
accepteble" 


Further treatment: 
Continte DIPROSONI 
b.i.d. without occlus 





in on 
7 days 


Treatment: DIPROSO 
Cream 0.05% b.i.d. 
without occlusive 
dressings 

Findings after 7 days 
No crusting or prurit 
slight scaling and 
indurat on; moderate 
inflammation 


Investigator's 
evaluation: “Patient 
much better” 
Further treatment: 
Contine DIPROSON# 
b.i.d. without occlus 
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62% of psoriatic patients 
showed marked or 
moderate improvement" 


impedes psoriatic 
cell proliferation 


In psorias S, proliferation of basal cells 
in the epidermis greatly increases. This 
causes a shortening of the turnover time 
of the epidermis that interferes with 
normal cell ma uration processes. This 
failure of cell maturation manifests itself 
in the various s gns and symptoms of 
psoriasis—sca ing, erythema, induration, 
pruritus, and e»coriation. 

DIPROSONE Cream 0.05% is a new 
topical corticosteroid that has proven 
successful in reducing the manifestations 
of psoriasis and impeding the excessive 
increase in basal cell proliferation. 

In clinical studies of 188 patients with 
acute psoriaticflare-ups, and whose 


bid. 





Diproson 


conditions were worsening, DIPROSONE 
was applied to lesions twice daily without 
occlusive dressings. Each patient was 
examined at weekly intervals and was 
evaluated or overall improvement as well 
as for improvement in individual signs 
and symptoms. 


Results showed that in only seven 
days of therapy with DIPROSONE b.i.d., 
62 per cent (116 patients) showed marked 
or moderate improvement. A summary of 
data for individual signs and symptoms 
appears on tne following page. 


*Case histories, photographs, and data in files of 


Headquarters Medical Research Division, Schering 
Corporation. Based on studies of 188 patients tested. 


’ CREAM 
0.05% 





betamethasone dipropionate 


Please see Clinical Considerations section which follows... 


Significant reduction of 
moderate or severe manifestations 
of corticosteroid-responsive dermatoses 


























IN ONLY SEVEN DAYS* 
T PSORIASIS 
Scaling 
Erythema 
Induration 
Pruritus 
Excoriation 
ATOPIC DERMATITIS 
Pruritus dii 
Bivilddina ET GT OS EE TT EEN NE, VECES TAS PTL INIURIA 97% 
MERT co EUM MAGMAS O ED A, E E LE ASE 93 o 
TUR EE 1 IE os VS MPT cr db s 85% 
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Lichenification atien | | 82% 
CONTACT DERMATITIS 
Erythema 93% 
Induration 83% 
Pruritus nt 3 86% 








NEW bid. 
Diprosone z^ 


betamethasone dipropionate 


Rapid onset of response in psoriasis— 


62% of patients showed marked or moderate improvement in one week.* 


Rapid onset of response in atopic dermatitis— 


86% of patients showed marked or moderate improvement in one week. * 


Rapid onset of response in contact dermatitis — 


90% of patients showed marked or moderate improvement in one week. + 


Convenient b.i.d. dosage — 


enhances patient cooperation; increases the likelihood of adherence to 
your prescribed dosage. 


No occlusive dressing needed 


in most regimens. 


Free of parabens— 


sensitization rarely a problem. 


DIPROSONE with its rapid onset of response and b.i.d. dosage may enable 
patients to use less medication and thus save on the total cost of treatment. 


Convenient package sizes— 
DIPROSONE is available in 15 Gm. and economical 45 Gm. tubes. 








*Based on studies of 138 patients with psoriasis, 155 patients with atopic dermatitis, and 38 patients with contact dermatitis 
tested by the Scherins Corporation. Data in files of Headquarters Medical Research Division, Schering Corporation. 


Clinical Considerstions: 


INDICATIONS DIPROSONE Cream is indicated for the relief of the inflammatory manifestations of 
corticosteroid-resronsive dermatoses. CONTRAINDICATIONS DIPROSONE Cream is contraindicated 

in vaccinia and va icella. Topical steroids are contraindicated in those patients with a history of 
hypersensitivity to-any of the components of such preparations. PRECAUTIONS |f irritation develops with 
the use of DIPROSONE Cream, treatment should be discontinued and appropriate therapy instituted. In the 
presence of an infection, the use of an appropriate antifungal or antibacterial agent should be instituted. 

If a favorable response does not occur promptly, the corticosteroid should be discontinued until the 
infection has beer adequately controlled. If extensive areas are treated or if the occlusive technique is 
used, the possibiliy exists of increased systemic absorption of the corticostercid and suitable precautions 
should be taken. Although topical steroids have not been reported to have an adverse effect on pregnancy, 
the safety of their ese in pregnant females has not been absolutely established. Therefore, they should 

not be used extensively in pregnant patients, in large amounts or for prolonged periods of time. 
DIPROSONE Creem is not for ophthalmic use. ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corticostercids: burning; itching; irritation; dryness; folliculitis: 
hypertrichosis; acmeiform eruptions; hypopigmentation. The following may occur more frequently with 
occlusive dressings than without such therapy: maceration of the skin; secondary infection; skin 

atrophy; striae; mi aria. DOSAGE AND ADMINISTRATION Apply a thin film of DIPROSONE Cream to the 
affected skin areas twice daily, in the morning and at night. Clinical studies of DIPROSONE have 
indicated that app ications twice a day are generally adequate. 011 MAY 1974 


For more comple-e details, consult package insert or Schering literature available from your Schering 


Representative or Professional Services Department, Schering Corporation, Kenilworth, New Jersey 07033. 
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No one dry skin product 


can take care of 
all dry skin problems. 


— It takes two: 





Most cosmetic dry skin problems can be treated 
by any number of good dry skin creams and 
lotions. 


But what about the more serious therapeutic 


dry skin problems? You need something stronger. 


That's why we make two Aquacares. One for 
cosmetic dry skin conditions and one for 
therapeutic dry skin conditions. 





Aquacare® (2% urea) was designed as a specific 
treatment for the many cosmetic dry skin 
complaints you encounter in your practice. Dish- 
pan hands, pruritis and mild atopic dermatitis 
all call for treatment with Aquacare. Why 
Aquacare when there are so many other fine 
cosmetic products available? Because Aquacare 
has been proven superior in the treatment of 
moderate manifestations of scaling dry skin. 


Aquacare^/HP (1096 urea) was formulated as 

a specific treatment for the more severe dry skin 
conditions you see. Severe atopic dermatitis, 
xerosis (winter itch), ichthyosis, or other problem 
dry skin conditions require a therapeutic dry 
skin product. In numerous tests, Aquacare/HP 
has been shown to be highly effective in the 
treatment of these conditions. 


Aquacare/HP vs. Keri (In-Vivo 
Effectiveness) 

Aquacare/HP Cream was compared to Keri 
Cream to determine in-vivo effectiveness. Five 
elderly volunteer patients with xerosis on the 
lower extremities were selected to participate in 
this study conducted during the winter months 
1972-73. Control cutaneous biopsies of af- 
fected areas were obtained prior to treatment. 
The patients applied the test preparations under 
double blind conditions three times a day for 
three weeks with supervision from a registered 


nurse. 


PHOTOMICROGRAPHS TAKEN PRIOR TO TREATMENT SHOWING HYPERKERATOSIS AND 
INTERSTITIAL EDEMA OF THE DERMAL CONNECTIVE TISSUE. 
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RIGHT LEG 





m L2 aa = 
LEFT LEG/POST-TREATMENT 
WITH KERI CREAM 
After three weeks of treatment, follow-up biop- 
sies were taken and sent with control specimens 


to James H. Graham, M.D., Director, Section 





WITH AQUACARE/HP CREAM 


EATA = 


of Dermal Pathology, California College of 
Medicine, University of California, Irvine, Califor- 
riia. Under double-blind conditions, Dr. Graham 
evaluated the pre- and post-treatment specimens. 
Objectively, he was able to distinguish differences 
between the before and after treatment tissue 
sections. 


Differences between the post-treatment biopsies 
were somewhat subtle, but Aquacare/HP treated 
areas showed a more normal basket weave 
appearance of the stratum corneum when com- 
pared to the Keri Cream treated areas, although 
the latter preparation did similarly reduce hyper- 
keratesis. The dermal connective tissue also 
exhibited a more normal architecture in the 
Aquacare/HP treated areas. 


Aquacare vs. Keri (Common 

Dry Skin) 

A double-blind study was conducted comparing 
Aquacare Lotion with Keri Lotion in the treat- 
ment of 20 elderly women with dry skin con- 
ditions of the lower legs! Opposite legs were 
treated twice daily with either Aquacare or Keri. 
The condition of the legs was scored weekly on 
a 4 point scale: O—no scaling (smooth), 1—slight 
scaling, 2—moderate scaling, 3—marked scaling. 
There was a 3 week follow-up period during 
which nothing was applied. 


AQUACARE LOTION KERI LOTION 


AVERAGE PRE-TREATMENT SCORE 2.46 231 
AVERAGE SCORE AFTER 3 WEEX TREATMENT 055 0.92 
c AVERAGE SCORE 3 WEEKS POST-TREATMENT 1.77 246 


MODERATE 


LIGHT 





H 
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Three weeks after therapy ended, the Aquacare 
treated legs were markedly less scaly than the 
Keri treated legs. Aquacare was found to be 
superior in 7096 of the cases, and equally effec- 
tive in the | di da 30%. 


{ Lat rat ies TOchnica: Report No. 8 


Aqhatars /HF vs. Calmurid" 
(Ichthyosis and Hand Eczema) 

In two separate studies, thirty patients with ich- 
thyotic skin associated with atopic dermatitis 
and 30 s with eczematous dermatitis of 
the hands participated in randomized double- 
blind studies to evaluate the effects of 
MAT and Calmurid? 


Wy SKIN creams containing 10% urea in the 
vean d Vs zema, T. Fredrikson, M.D., Vasteras, 
ip, MD.S swall, Sweden 


1 


After initial ratings, each subject applied the test 
cream twice a day for four weeks. Evaluations 
were made at the end of the 2nd and 4th weeks 


of treatment. : 
!/ZTHYOSIS ECZEMA 
STUDY STUDY 


EXPRESSED PREFERENCE 
FOR A QUACARE / HP 


EXPRESSED PREFERENCE 
FOR CALMURID 





NO PREFERENCE 
EXPRESSED 
TOTAL 


The investigator’s preference, after 4 weeks of 
treatment can be seen in the charts shown. 
These studies demonstrate statistically significant 
efficacy in favor of Aquacare/HP 


Aquacare/HP vs. Valisone^ 
(Chronic Hand Eczema) 


A total of nineteen patients participated in a 
double-blind, bilateral, paired comparison study? 
All patients received systemic steroids to sup- 
press their chronic eczematous conditions. One 


group of 7 patients achieved complete remission, 


8 patients achieved partial remission and 4 
patients were dropped from the study for var- 
ious reasons. At the end of systemic therapy 
both groups applied Aquacare/HP Cream to 
one hand and Valisone 0.196 Cream to the other 
in a double-blind manner. Follow-up examina- 
tions were conducted and the patients were 
rated on a continuous scale of 0—4 where O in- 
dicated absence and 4 represented severe recur- 
rence of the eczema. 


3 A double-5lind study comparing Aquacare/HP Cream to Valisone 0.1% Cream 


in the treatment of chronic Hand Eczema, James W. Burks Ill, M.D., Gary R 


Brown, MD., A.M. Hegre, M.D. and George Farber, M.D., New Orleans, Louisiana. 


RATINGS OF PATIENTS WHO ACHIEVED COMPLETE REMISSION WITH SYSTEMIC STEROIDS. 
4 
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RATINGS OF PATIENTS WHO DID NOT ACHIEVE COMPLETE REMISSION WITH-SYSTEMIC STEROIDS 
4 





da Ape 7 pas 4 Des 2! DAYS 28 DAYS 33-46 DAYS 
In summary, when systemic steroids effectively 
ameliorate the symptoms of chronic hand 
eczema, Aquacare/HP appears to be as effec- 
tive as a potent steroid cream in a maintenance 


program. 
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DTIC-@ 


(DACA RBAZINE) 


Sterile 


Warning: It is recommended that DTIC- 
Dome (dacarbazine) be administered under 
the supervision of a qualified physician ex- 
perienced in the use of cancer chemothera- 
peutic agents. Since facilities for necessary 
laboratory studies must be available, hospi- 
talization of patients is recommended. Hemo- 
poietic depression is the most serious toxicity 
with DTIC-Dome and involves primarily the 
leukocytes and platelets, although mild ane- 
mia may sometimes occur. Leukopenia and 
thrombocytopenia may be severe enough to 
cause death. 

(See Warnings section.) Studies have dem- 
onstrated this agent to have a carcinogenic 
and teratogenic effect when used in animals. 

In treatment of each patient, the phy- 
sician must weigh carefully the possibility 
of achieving therapeutic benefit against the 
risk of toxicity. 





Description: DTIC-Dome sterile (dacarbazine) 
is a colorless to an ivory colored solid which is 
extremely light sensitive. 


Action: Although the exact mechanism of ac- 
tion of DTIC-Dome (dacarbazine) is unknown, 
three hypotheses have been offered: 
1) inhibition of DNA synthesis by acting asa 

purine analog 
2) action as an alkylating agent 
3) interaction with SH groups 

The volume of distribution of DTIC-Dome 
exceeds total body water content, suggesting 
localization in some body tissue, probably the 
liver. It is only slightly (approximately 5%) 
protein-bound. Its plasma half-life after I.V. 
administration is approximately 35 minutes. 
After 6 hours in animal study, approximately 
46% of a radio-labeled dose was recovered from 
the urine. Of this 46%, almost half was un- 
changed DTIC and a like quantity was AIC 
(amino imidazole carboxamide) a metabolite. 
DTIC is subject to renal tubular secretion 
rather than glomerular filtration. 


Indications: DTIC-Dome (dacarbazine) is indi- 
cated for thetreatment of metastatic malignant 
melanoma. It has been found that DTIC-Dome 
(dacarbazine) may be as efficacious at the lower 
dosage as at the higher dosage. Combinations 
of cancer chemotherapeutic agents have often 
shown an improved response over the use of 
single agents. 


Contraindications: DTIC-Dome (dacarbazine) 
is contraindicated in patients who have dem- 
onstrated a hypersensitivity to it in the past. 


Warnings: Hemopoietic depression is the most 
serious toxicity with DTIC-Dome and involves 
primarily the leukocytes and platelets, although 
mild anemia may sometimes occur. Leukopenia 
and thrombocytopenia may be severe enough to 
cause death. The possible bone marrow depres- 
sion requires careful monitoring of white blood 
cells, red blood cells and platelet levels. Hemo- 


poletie toxicity may warrant temporary suspen- 
sion or cessation of DTIC-Dome therapy. 


Precautions: DTIC-Dome (dacarbazine) should 
be administered preferably to patients who are 
hospitalized and who can be observed carefully 
and frequently during and after therapy, with 
particular reference to the hemopoietic system. 


Adverse Reactions: Symptoms of anorexia, 
nausea, and vomiting are the most frequently 
noted of all toxic reactions. Over 9046 of patients 
are affected with the initial few doses. The 
vomiting lasts 1-12 hours and may be completely 
but unpredictably palliated with phenobarbital 
and/or prochlorperazine. Rarely intractable 
nausea and vomiting have necessitated discon- 
tinuance of DTIC-Dome (dacarbazine) therapy. 
Rarely DTIC-Dome (dacarbazine) has caused 
diarrhea. Some helpful suggestions include re- 
stricting the patients oral intake of fluids and 
food for 4-6 hours prior to treatment, The rapid 
toleration of these symptoms suggests that a 
central nervous system mechanism may be in- 
volved, and usually these symptoms subside 
after the first 1 or 2 days. 

There are a number of minor toxicities that 
are infrequently noted. Patients have experi- 
enced an influenza-like syndrome of fever to 
39°C, myalgias and malaise. These symptoms 
occur usually after large single doses approxi- 
mately 7 days after treatment with DTIC-Dome 
(dacarbazine) and last 7-21 days, and they may 
occur with successive treatments. 

Alopecia has been noted as has facial flushing 
and facial paresthesia. There have been few re- 
ports of significant liver or renal function test 
abnormalities in man. However, these abnor- 
malities have been observed more frequently in 
animal studies. 


Dosage and Administration: DTIC-Dome 
(dacarbazine) 100 mg/vial and 200 mg/ vial are 
reconstituted with 9.9 ml and 19.7 ml, respec- 
tively, of Sterile Water for Injection, USP. The 
resulting solution contains 10 mg/ml of dacar- 
bazine having a pH of 3.0 to 4.0. 

The recommended dosage is 2 to 4.5 mg/kg/d 
for 10 days. It has been found that DTIC-Dome 
(dacarbazine) may be as efficacious at the lower 
dosage as at the higher dosage. Treatment may 
be repeated at 4 week intervals. An alternate 
recommended dosage is 250 mg/square meter 
of body surface/day I.V. for five days. Treat- 
ment may be repeated every 3 weeks. The calcu- 
lated dose of the resulting solution is drawn 
into a syringe and administered only intra- 
venously. 

Injection of DTIC-Dome may be completed in 
approximately one minute. 

Extravasation of the drug subcutaneously 
during the intravenous administration may re- 
sult in tissue damage and severe pain. 

Any solution remaining in the vial may be 
stored at 4°C for up to 72 hours. At 20°C, the 
solution is not stable for more than 8 hours. 


Supplied: Vials containing 100 mg or 200 mg 
of DTIC-Dome as sterile dacarbazine in boxes 
of 12. 


Division Miles Laboratories Inc 
West Haven Connecticut 06516 USA 
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Dome Laboratories announces 


asignificant discovery 
cancer research 


—  DIIC-e 


(DACA RBAZINE) 


a unique agent effective in 
treating metastatic 
malignant melanoma 


[ ] extensively investigated through worldwide cancer research 
|_| over 20% remissions documented from evaluation of more than 1400 patients 








patients complete partial total 
evaluated remission remission response percentage 
1427 81 208 289 20.3 
[ |a valuable chemotherapeutic agent indicated in the treatment of metastatic 
malignant melanoma 


[ Jas with many other cancer chemotherapeutic agents, response to DTIC-Dome 
may be enhanced when it is combined with other antineoplastic drugs 


D'TIC-Dome is a new chemotherapeutic agent with a relatively high percentage 

of reported remissions in the treatment of metastatic melanoma. As with most 
antieancer drugs, possible beneficial results should be weighed against known risks 
of toxicity in the treatment of each patient. Toxic reactions are predominantly 
gastrointestinal and hematologic in nature, requiring that patients be hospitalized 
during therapy for observation and hematologic monitoring. In general, gastro- 
intestinal symptoms are self-limiting, and reversal of hemopoietic depression 
usually occurs within three to six weeks after termination of therapy and appro- 
priate corrective measures. (See adjacent page for a more detailed description of 
side effects.) 


Although the exact mechanism of action of DTIC-Dome is 
unknown, three hypotheses have been proposed : 
(1)inhibition of DNA synthesis by acting as a purine 
analog, (2) action as an alkylating agent by release 

of a mustard radical, and (3) interaction with SH groups. 


See adjacent page for full prescribing information. 
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Psoriasis cow = Keratosis 
~ JOELL O 
helps remove 
thickened stratum 
corneum and enhances 
other therapy! 


Easy-to-use Keralyt” effectively and safely 
removes thickened keratin. Simply hydrate 
affected area and apply Keralyt gel, using occlusive 
dressing overnight for optimum results. Keralyt's 
efficacy is an important “first step" when steroids, 
tar and other therapy are necessary. 
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Ichthyosis 


GEL, ® 


6% salicylic acid in a gel containing 
propylene glycol (60%) and ethyl 
alcohol (19.4%), hydroxypropyl 
cellulose and water. 





Keralyt’ 


NDC-0072-6500-01 


CONTENTS: 6% salicylic acid in a gel 
containing propylene «lycol (60%), 
ethyl alcohol (19.4%), nydroxypropy| 
cellulose and water. 


ACTION AND USES: 


For Dermatological Use: Keralyt is a 
topical aid in the remowal of excessive 
keratin in hyperkeratosic skin disorders, 
including the various i-hthyoses 
(vulgaris, sex-linked aad lamellar), 
keratosis palmaris anc plantaris, 
keratosis pilaris, pityrissis rubra 

pilaris, psoriasis (including body, scalp, 
and palms and soles). Xeralyt has been 
* reported as helpful as adjunctive 
therapy for fungal infections. 


For Podiatric Use: Keralyt is a topical 
aid in the removal of excessive keratin 
in dorsal and plantar hvperkeratotic 
lesions. Keralyt has be»n reported as 
helpful as adjunctive tFerapy for 
verruca plantaris. 


DIRECTIONS FOR US: The prefer- 
able methed of use is apply 
thoroughly to the affeced area and 
place under occlusion at night. The 
skin should be hydrated for at least 

— five minutes prior to application. The 
medication is washed cff in the 
morning, and if excess ve drying 
and/or irritation is observed, a bland 
cream or lotion may be applied. Once 
clearing is apparent, the occasional use 
of Keralyt will usually maintain the 
remission. In those areas where occlu- 
sion is difficult or impossible, applica- 
tion may be made mors frequently, 
and hydration by wet packs or baths 
prior to application apparently 
enhances tne effect. (Irless hands 

are being treated, rinse hands 
thoroughly following a»plication. 
CONTRAINDICATIONS: Not to be 
used in patients knowr to be sensitive 
to any ingredient of Ke-alyt. 
PRECAUTIONS: In view of the salicylic 
acid content, use in chiedren under 

12 years of age should be limited to 
no more than one tubex 1 oz.) in 

24 hours. Avoid contac with eyes and 
mucous membranes. For external use 
only. Keep this and all medications 
out of reach of childrer. 


HOW SUPPLIED: Plasiic tubes 1 oz. 
(24.8 gm.) | 

CAUTION: Federal law prohibits 
dispensing without prescription. 


WESTWOOD 
PHARMACEUTICALS INC. 
Buffalo, New Yerk 14213 
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A New Skin Cleansing System 
for Your Acne Patients. 


BUF toc" 


BUF-PUF Nonmedicated Cleansing Sponge and BUF Acne Cleansing Bar team up 
^— to provide the gently abrasive, thorough cleansing that acne patients need. 


BUF-PUF BUF 


Nonmedicated Cleansing Sponge Acne Cleansing Bar 





e Unique nonwoven polyester 
pone removes dirt and dead 
skin cells 


* Helps loosen existing comedones 
and prevent formation ofnew ones 


e 93% patient acceptance in 
clinical trials* 


e Cleans the skin and removes 
excess oils 


tte ith) * Contains drying agents—sulfur 
and salicylic acid 

* Mild, nonirritating, soap-free 

e pH compatible with that of the skin 


Available at pharmacies. 











SUBSIDIARY OF 


Riker Laboratories, [nc. 


NORTHRIDGE, CALIFORNIA $1324 COMPANY 
Member Company 
Certified Medical Representatives Institute, Inc 


*Data on file. Medical Department 
Riker Laboratories, Inc 








Advanced topicals in dermatology 





8 Exclusive tar shampoo gel — 
melts on contact. 


m Neutralized tar odor — no heavy tar smell. 


m Unique Dual-degreasing action — 
both dissolves and emulsifies oils. 


Available: 3% ounce tube. 

Contains: Owenethers™ (ethoxylates), Owentar™ 
(specially processed form of coal tar solution), 
lopol™ (a cationic polymer), alcohol 0.4% 
and benzalkonium chloride in a 
nonionic /amphoteric base. 


Owen Laboratories, Dallas, Texas 
Division of Alcon Laboratories, Inc. 


help skin 
Keep in touch . 
with moisture.. 
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therapeutic bath oil 
4, 8, and 16 fl. oz. 
shatterproof plastic bottles 
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classic therapy 


To effectively help control 
¿© dandruff, remove excess oil 
and stop itching. 


ebulex 


| Therapeutic Shampoo 





Cream Therapeutic Shampoo 
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Some heads don’t need Selsun 


But when it comes to controlling dandruff, 
there just isn't a more effective treatment. 
Selsun has decisively stood the test of time 
in widespread usage throughout the world. 
Proven therapy for dandruff and seborrheic 
dermatitis, Selsun has provided dependable 
relief from itching and scaling for over 

23 years. 


ABB8O'! 


Available on your prescription. 





NEPTUNE, BAVARIA 
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BRIEF SUMMARY — Contains: Selenium sulfide, 242%, 
w/v in aqueous suspension; also contains: bentonite, so- 
dium alkyl aryl sulfonate, sodium phosphate (menobasic), 
glyceryl monoricinoleate, citric acid, captan and perfume. 
Indications: For the treatment of seborrheic dermatitis of 
the scalp, including dandruff. Contraindications: Should 
not be used bv patients allergic to any of its components. 
Warnings: Safety for use on infants has not been estab- 
lished. Precautions: Cutaneous sensitization of the scalp 
or adiacent areas has been reported; if sensitivity reactions 
should occur. discontinue use. Chemical conjunctivitis may 
result if product enters the eyes. Do not use when acute 
inflammation or exudation is present as an increase in 
absorption may occur. Adverse Reactions: As with othet 
shampoos, oiliness or dryness of the hair and scalp may 
occur following use; there have been occasional reports of 
an increase in the amount of normal hair loss. Hair dis- 
coloration may occur; can be avoided or minimized by 
thorough rinsing. 101470R 


* Effective the world over for dandruff 
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Summary of Prescribing Information ( 


DESCRIPTION 


Synemol has the chemical name 6a, 9a- 
difluoro-16a-hydroxyprecnisolone-16, 17- 
acetonide. 


The vehicle is a water-washable aque- 
ous emollient base of stearyl alcohol, 
cetyl alcohol, mineral on propytene gly- 
col, sorbitan monostearate, polyoxyeth- 
MM sorbitan monostecrate and citric 
acid. 


INDICATIONS 


For relief of the inflammatory manifesta- 
nons of corticosteroid-responsive darma- 
oses. 


CONTRAINDICATION3 


Topical steroids are contraindicated in 
vaccinia and varicella. Topical steroids 
are contraindicated in those pctients 
with a history of hypersensitivity to any of 
the components of the preparation. 


PRECAUTIONS 


If irritation develops, the product should 
be discontinued and appropriate ther- 
apy instituted. 


In the presence of an infection the use of 
an appropriate antifungal or antibacte- 
rial agent should be instituted. 


If a favorable response does not occur 
promptly, the corticosteroid should be 
discontinued until the infection has been 
adequately controlled. 

If extensive areas are treated or if the 
occlusive technique is used, the possibil- 
ity exists of increased systemic absorp- 
tion of the corticosteroid and suitable 
precautions should be taken. 

Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use in preg- 
nant females has not absolutely been 
established. Therefore, they should rot be 
used extensively on pregnant patients, 
in large amounts, or for prolonged peri- 
ods of time. 


This product is not for ophthaimic use. 


ADVERSE REACTIONS 


The following local adverse reactions 
have been reported with topical corti- 
costeroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acne- 
form eruptions, hypopigmentation. 


The following may occur more frequent- 
ly with occlusive dressings than without 
such therapy: maceration of the skin, 
ier pod ad infection, skin atrophy, striae, 
miliaria. 


HOW SUPPLIED 

Synemol'M Cream 0.025% 

15 and 60 g tubes 

This preparation is availabie on prescrip- 
tion only. 


O025% CREAM m 


em 
FUOCNOQONE 
ACE ONDE 





SYNTEX 


SYNTEX LASORATORIES, INC. 
PALO ALTO, CALIFORNIA 34304 


Nds from Syriex 













OO25% CREAM m A highly effeciive 
looica seod 


emo An elegart emollerr bc 


SCINOLONE ACETONDE) 


Soothing. 
Moisturizing. 
Preservative-free. 
; Especially useful 
when dryness 
is a complication. 
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See facing page for summary of prescribing informahon 


Instructions for Authors 


Send manuscripts by first-class mail to the Chief Editor, John 
H. Epstein, MD, 450 Sutter St, Room 1306, San Francisco 94108. 
Manuscripts are received with the understanding that they are 
not under simultaneous consideration by another publication. Ac- 
ceptedwganuscripts become the permanent property of the Ar- 
CHIVES and may not be published elsewhere without permission 
from the publisher (AMA). 

O All accepted manuscripts are subject to copy editing. The 
author will receive an edited typescript and layout rather than 
galley or page proofs for approval. The author is responsible for 
all statements in his work, including changes made by the copy 
editor. 

O Designate one author as correspondent and provide his address 
and telephone number. He will be notified by mail of the intended 
publication date approximately one month in advance. Order re- 
prints at the time the typescript is returned after editorial pro- 
cessing. Specify address to which requests for reprints should be 
sent. 

O Submit an original typescript and two high quality copies of 
the entire manuscript, including short communications such as let- 
ters to the editor, book reviews, announcements, etc. All copy (in- 
cluding references, legends, and tables) must be typed double- 
spaced on 22 x 28 em (8% x 11 inch), heavy-duty white bond 
paper. Ample margins should be provided. 

C] Titles should be short, specific, and clear. They should not ex- 
ceed 75 characters, including punctuation and spaces. A subtitle is 
often useful to shorten the main title. Provide a brief "running 
title" on each manuscript page. The title page should include the 
full names and academic affiliations of all authors, the address to 
which requests for reprints should be sent, and, if the manuscript 
was presented at a meeting, the name of the organization, place, 
and date on which it was read. 

O The style of writing should conform to acceptable English us- 
age and syntax. Slang, medical jargon, obscure abbreviations, and 
abbreviated phrasing are to be avoided. ! 

C) Manuscripts reporting the results of experimental investiga- 
tions on human subjects must include a statement to the effect 
that informed consent was obtained after the nature of the proce- 
dure(s) had been fully explained. 

O Authors whose "first" language is not English should arrange 
for their manuscripts to be written in idiomatic English prior to 
submission. 

O Provide an abstract (135-word maximum) of the article. 
The abstract should include statements of the problem, method of 
study, results, and conclusions. The abstract replaces the sum- 
mary. 

O List references in consecutive numerical order (not alphabet- 
ieally). Once a reference is cited, all subsequent citations should be 
to the original number. AIl references must be cited in the text or 
tables. Unpublished data and personal communications should not 
be listed as references. References to journal articles should in- 
clude (1) author, (2) title, (3) journal name (as abbreviated in In- 
dex Medicus), (4) volume number, (5) inclusive page numbers, and^ 
(6) year, in that order. References to books should include (1) au- 
thor(s), (2) chapter title (if any), (3) editor (if any), (4) title of 
book, (5) city of publication, (6) publisher, and (7) year. Volume and 
edition numbers, specific pages, and name of translator should be 
included when appropriate. The author is responsible for the accu- 
racy and completeness of the references and for their correct text 
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Effective with the January 1975 issue, the provision of free cff- 
prints (tearsheets) of articles to authors was discontinued. A uthers 
may continue to order reprints in accordance with the form sent to 
them during the processing of their manuscripts. 






citation. Please note this journal's punctuation and sequence style 
preference in previously published reference listings. 

O Refer to patients by number (or, in anecdotal reports, by fic- 
titious given names). Real names or initials should not be used in 
the text, tables, or illustrations. 

O All measurements must be in metric units. Englisa units may 
also be given parenthetically if the measurements were originally 
done in English units. 

1] Letters to the Editor. The Editor will be pleased to receive cor- 
respondence which pertains to material published in the Ar- 
CHIVES. If intended for publication, such letters should be clearly 
marked “For Publication.” 

I Use only those illustrations that clarify and augment the text. 
Submit illustrations in duplicate, unmounted and untrimmeé. Do 
not send original artwork. Send high-contrast glossy prints (not 
photocopies). Figure number, name of senior author, and arrow 
indicating "top" should be typed on a gummed label and affixed to 
the back of each illustration. All lettering must be legible after re- 
duction to column size. Artwork submitted for publieation may be 
relettered to achieve uniformity of lettering style throughout the 
journal. Magnification and stain used should be provided when 
pertinent. Illustrations should preferably be in a proportion of 
12.5 x 18 em (5 x 7 inches). Legends should be typed double- 
spaced, beginning on a separate sheet of paper. Length should be 
limited to a maximum of 40 words. 

O An experienced medical illustrator should be employed when- 
ever possible for the preparation of all artwork. Template letter- 
ing or preset type is preferred to hand-lettered labels. If halftone 
artwork with labels is submitted, affix type and leaders to a clear 
acetate overlay registered to the base drawing. Labels and leaders 
should be applied directly to the drawing board surface if the art- 
work consists only of line ink technique. 

© A letter of consent must accompany all photographs of patients 
in which a possibility of identification exists. It is not sufficient to 
cover the eyes to mask identity. 

t] Hlustrations in full color are accepted for publication if the edi- 
tors believe that color will add significantly to the published man- 
uscript. The ARCHIVES will pay part of the expense of reproduczion 
and printing color illustrations, the remainder to be borne by the 
author or his sponsor. After deducting the ARCHIVES contribution, 
the author's share is $275.00 for up to six square finished illus-ra- 
tions that can be arranged on a one-page layout. Any additional il- 
lustrations or special effects will be billed to the author at cost. 
Positive color transparencies (35 mm preferred) must be sub- 
mitted for an evaluation. Do not send color prints unless accom- 
panied by original transparencies. All transparencies should be 
carefully packed and sent with the manuscript in a separate con- 
tainer or between two pieces of pressboard. Do not submit gless- 
mounted transparencies. 

© Each table should be typed double-spaced, including all head- 
ings, on a separate sheet of 22 x 28 cm (8% X 11 inch) paper. Do 
not use larger size paper. If a table must be continued, use a sec- 
ond sheet and repeat all heads and stubs. 

© Tables should be arranged so that when printed they will not be 
wider than three columns of ARCHIVES body type. Generally three, 
six, or nine typewritten columns of data (including stub, or left 
column) will fit into three columns. All tables must be numbered 
consecutively, beginning with 1, and each must have a heading. 
Example: “Table 6.—Results of Blood Coagulation Studies.” 
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EXSEL® LOTION (selenium sulfide : 


TAR Selenium sulfide doesn't have to « 
like selenium sulfide. 

We found that out when we addet 
fragrance to Exsel. 

And that little addition, along with E 
lathering capability and cos- | 
metic elegance, puts us 4 q 
good nose ahead of our 
well known competitor. 

Our consumer panels 
have told us that a pleasant 
fragrance is a significent 
factor in achieving selen- 
ium sulfide acceptance. 

You now have your pick 
of two fine lotions. 

But remember, Exsel IS 
the one that smells nice. 


HERBERT LABORATORIES IRVINE, CA 
DERMATOLOGY DIVISION OF ALLERGAN 
PHARMACEUTICALS 





Aquacare"/HP Cream and Lotion give you 
a potent choice. Because Aquacare/HP is the 
only leading dry skin product with 10% urea. 

It is urea that provides extra effectiveness 
(o treat the wide range of dry skin indications 
that you see in your practice. 

And for all their potency, Aquacare/HP 
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Cream and Lotion, with increased emolliency, 
are as silky smooth and cosmetically elegant 
as any. 

Compared to all the other leading dry skin 
products around, the Aquacare/HP difference 
is 10% urea. 
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Irritated, Stubborn. 











LFACET-HC 


— LOTION 

| tont $ Sodium Sulfacetamide. Prior w dyme 

ME powder from Vial to Lotion. The compe i 

pm Sulfacetamide 10%, Hydrocortisone 4 

— ie Within 4 Months of Dispensing 

miiestions — Acne Vulgaris. Shake Wel e» 
iow | iw dispensing without pcr» 

€ rom Eyes. (Keep this and all ote mo 
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Soft as a Fleecy Cloud. 


ULFACET- 


Sodium Sulfacetamide 10%, Hydrocortisone Alcohol 1296, Sulfur Colloid 5%. 


Drying without Irritation. 


SULFACET-HC*— unsurpassed anti-microbial and anti-seborrheic acne lotion. 





DESCRIPTION (As Dispensed) 

Hydrocortisone |... 0.596W/N 
Sodium Sulfacetamide — 10.096 W/V 
Sulfur Colloid 5.096 W/N 


in a water-washable lotion containing purified water, zinc 
oxide, talcum, propylene glycol, titanium dioxide, natural 
clays, fatty acid amide, iron oxides, ethoxylated esters, 
natural and synthetic gums, organic salts, sodium chlor- 
ide and bisulfite, sequestrant, butyl and methyl parabens 
and 2-Bromo-2:nitropropan-1,3-diol. 
ACTIONS — Keratolytic, peeling, drying and antisebor- 
rheic action. 

INDICATIONS — Acne vulgaris, acne rosacea and sebor- 
rheic dermatitis. 

CONTRAINDICATIONS — Topical steroids are contra- 
indicated in viral diseases of the skin such as varicella 
and vaccinia. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity to any 
of the components of the preparation. This preparation 
is not for ophthalmic use. Topical steroids should not be 
used when cireulation is markedly impaired or in patients 


with kidney disease or those who have previously exhib- 
ited sensitivity to sulfonamides. 
WARNINGS — USAGE IN PREGNANCY: Although 
topical steroids have not been reported to have an ad- 
verse effect on the fetus, the safety of their use in 
pregnant females has not been absolutely established. 
Therefcre, they should not be used extensively on preg- 
nant patients or in large amounts or for prolonged 
periods of time. 

PRECAUTIONS — For External Use Only. Keep Away 
From Eyes. Sensitivity to sulfacetamide may occur. Cau- 
tion and careful supervision should be observed when 
prescribing these drugs for patients who may be prone 
to hypersensitivity to topical sulfonamides, particularly 
if areas of denuded or abraded skin are involved. If 
irritation develops, the product should be discontinued 
and appropriate therapy instituted. In the presence of 
an infection, the use of the appropriate antifungal or 
antibacterial agents should be instituted. If a favorable 
response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been ade- 
quately controlled. If extensive areas are treated or if 


the occlusive technique is used, the possibility exists 
of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken. 

ADVERSE REACTIONS — The following local adverse 
reactions have been reported with topical corticosteroids, 
either with or without occlusive dressings: burning sen- 
sations, itching, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, hypertrichosis, acneform 
eruption and hypopigmentation. Hypersensitivity to the 
sulfonamides indicated by previous toxic reaction such 
as agranulocytosis, acute hemolytic anemia, purpura 
hemorrhagica, drug fever, jaundice or contact dermatitis. 
DOSAGE AND ADMINISTRATION — Apply a small 
quantity to the affected areas two to three times daily. 
The skin should be thoroughly cleansed and applications 
blended in with light massaging. Consult physician for 
advice on diet and other factors in control of acne. 
HOW SUPPLIED — Lotion, bottles, 1 oz. and 2 oz. as 
dispensed. 
CAUTION — 
out prescription. 


Federal law prohibits dispensing with- 
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CHECK WITH Moschella. 
Pillsbury & Hurley. 
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... Because their brand new book brings you the up-to-date, expert clinical informa- 
tion you need to diagnose and treat nearly any skin condition or any systemic disorder 
that's manifested cutaneously. 


Moschella, Pillsbury and Hurley's DERMATOLOGY stands out from the other 
books in the field. 


e It's written by a team of America's leading dermatologists, and illustrated with 
over 600 excellent photographs. 

è Its detailed coverage of diseases makes it indispensable to any busy practitioner 
who needs more than a brief dermatology reference. 

e Its two volumes include the latest advances in dermatology, such as recent 
insights into genodermatoses, and recent developments in genetic counseling. 

e In 38 chapters, the authors cover the full spectrum of cutaneous disorders, and 
provide valuable material on underlying basic science. 

e Proven modalities of therapy are described, and separate consideration is given 
to modern techniques of topical, surgical and radiation therapy. 

e Careful attention to the role of chemotherapy illustrates both its potential benefits 
and hazards. 

e Discussion of relevant internal medicine is included to ensure that the coverage 
of systemic diseases presenting cutaneously is complete. 


DERMATOLOGY is a two-volume set. Edited by Samuel L. Moschella, MD, Chair- 
man, Dept of Allergy and Dermatology, The Lahey Clinic; Donald M. Pillsbury, MD, Prof. 
of Dermatology and Chairman Emeritus of the Dept. of Dermatology; and Harry James 
Hurley, Jr., MD, Assoc. Prof. of Dermatology; both of Univ. of Pennsylvania School of 
Medicine; with 43 contributors. About 1750 pages, 650 illustrations. About $55.00. Just 
Ready. Order #6565/6. 


Abridged Table of Contents: 


Structure and Function of the Skin e Basic 
Physiologic and Histopathologic Reaction Patterns 
e Principles of Clinical Diagnosis è Disorcers of 
Immunity, Hypersensitivity, and Inflammation e 
Dermatitis and Eczema e Photosensitivity e Drug 
Eruptions e Hypersensitivity and Miscellaneous In- 
flammatory Disorders e Papulosquamous Erup- 
tions and Exfoliative Dermatitis e Bullous Diseases 
e Bacterial Infections e Viral and Rickettsial Infec- 
tions e Superficial and Deep Mycotic Infections e 
Treponemal Infections e Nontreponemal Venereal 
Infections e Benign Recticuloendothelial Diseases 
e Diseases of the Peripheral Vessels and The r Con- 
tents e Connective Tissue Disease e Diseases of the 
Corium and Subcutaneous Tissue e Hereditary 
Cutaneous Disorders e Disorders of Cornification e 
Disturbances of Pigmentation e Acne ard Ac- 
neiform Dermatoses e Diseases of the Apocrine and 
Eccrine Sweat Glands e Diseases of the Hair e Dis- 
orders of the Nails e Diseases of Nutrition and 
Metabolism e Tumors of the Skin e Lymphoma 
Cutis, Multiple Myeloma, Leukemia Cutis, and 
Mycosis Fungoides e Reactions to Physical Agents 
e Industrial Dermatoses e Parasitology and Tropi- 
cal Dermatology e Psychogenic and Neurogenic 
Skin Diseases e Disorders of the Oral Cavity e Der- 
matologic Therapy e Physical Modalities of Therapy 
e Cutaneous Disease in the Black Races e Rare and 
Controversial Diseases and Conditions 
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Two new monographs of particular interest to specialists: 


RAJKA: Atopic Dermatitis— 
Major Problems in Dermatology, 3 


A comprehensive and distinguished study of a common, though 
perplexing skin condition, this monograph fully describes the etiol- 
ogy of the disease—including both immune and non-immune fac- 
tors, the often-overlooked role of itching, the multitude of factors 
influencing the course of the disease, and sound recommendations 
for prophylaxis and management. 


By Georg Rajka, Prof. of Dermatology, Univ. of Oslo; Head, Dept. of Der- 
matology, Rikshospitalet. 165 pp. Illustd. March 1975. $22.50. Order #7448-8. 
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ALEXANDER: Dermatitis Herpetiformis— 
Major Problems in Dermatology, 4 


For this controversial and confusing skin-manifested disorder, Dr. 
Alexander reviews current medical opinion and assesses recent dis- 
coveries in light of his own 25 years of investigation. He provides 
new insights into how to differentially diagnose it from other bullous 
diseases, then explains pharmacologic considerations, local and Sys- 
temic treatment, and prognosis. 


By J. O'D. Alexander, FRFPS, FRCP, Consultant Dermatologist, Royal Infir- 
mary, Glasgow. About 370 pp., 195 ill. About $27.50. Just Ready. 
Order #1105-2. 
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Obviously, efficacy is foremost 


An excellent blend j 
e^ o ° in your mind when you recom- 
of clinical efficacy and mend a therapeutic shampoo. 


And efficacy, coupled with 


cosmetic acceptance. cosmetic acceptability, usually 
guarantees a successful thera- 


Now indicated for peutic course. 
That’s why Head & Shoulders 


seborrheic dermatitis. is so highly regarded in the treat- 


ment of dandruff. 


Clinically effective 

For years, Head & Shoulders 
has proved effective in the treat- 
ment of dandruff—whether for 
initial therapy or long-term 
control. And now, research shows 
that Head & Shoulders is effective 
in the treatment of seborrheic 
dermatitis.* 


Cosmetically pleasing 

Head & Shoulders lathers well, 
has a pleasant odor and appear- 
ance, and need not be left on 
the scalp for an extended period 
of time. Also, it leaves hair clean, 
manageable, and attractive. 


Head & Shoulders: 


You'll like it for 

its therapeutic benefits. 

Your patients will like it for its 
cosmetic appeal. 


*Orentreich, N.: A clinical evaluation 
of two shampoos in the treatment of 
seborrheic dermatitis, |. Soc. Cosmet. 

Chem. 23:189 (March 3) 1972. 





The new edition of the AMA’s 
DIRECTORY OF SELF-ASSESS- 
MENT PROGRAMS FOR PHY- 
SICIANS is now available. It lists 


N programs sponsored by all major 
OW specialty societies, on 21 topics. 
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ELECTROLYSIS FOR 
PERMANENT HAIR REMOVAL 


Clinical study (copy on request) proves safety and efficacy of laity self-use electrolysis. Study shows chin and 
even axilla can b - 









puncture safety feature also helps prevent infection. 





Thousands of units sold to physicians for such varied application as removal of inverted eyelashes to cosmetic 
use. 





GENERAL MEDICAL CO., DEPT. D-67 
5701 West Adams Blvd. 
Los Angeles, CA 90016 





PERMA TWEEZ & ATTACHMENT $19.45 
L] Invoice after 30 days 
O Check enclosed 









30 DAY FREE TRIAL EXAMINATION 
(MAY BE RETURNED WITH NO OBLIGATION) 












It's plain to see that you need more than 
an ordinary topical steroid to clear a 
dermatitis infected with fungi or bacteria. 
Vioform-H ydrocortisone, with its four- 
vay action, provides the kind of comprehen- 
sive therapy many common dermatoses" 
require. 


*This drug has been evaluated as possibly effective for these indi- 


cations. See brief prescribing information. 
Vioform-Hydrocortisone 
(iodochlorhydroxyquin and hydrocortisone) 


INDICATIONS 

Based on a review of this drug by the National Academy of 
Scienees-Natiomal Research Council and/or other information, 
FDA has classified the indications as follows: 

“Possibly” effective: Contact or atopic dermatitis; impetigi- 
nizedeczema; nummular eczema; infantile eczema; endoge- 
nous chronic infectious dermatitis; stasis dermatitis; pyoderma; 


nuchal eczema and chronic eczematoid otitis externa; acne 
urticata; localized or disseminated neurodermatitis; lichen 
simplex chronicus; anogenital pruritus (vulvae, scroti, ani); 
folliculitis; bacterial dermatoses; mycotic dermatoses such as 
tinea (capitis, cruris, corporis, pedis); moniliasis; intertrigo. 
Final classification of the less-than-effective indications requires 
further investigation. 


CONTRAINDICATIONS 
Hypersensitivity to Vioform-Hydrocortisone, or any of its ingredi- 
ents or related compounds; lesions of the eye; tuberculosis of tre 
skin; most viral skin lesions (including herpes simplex, vaccinia, 
and varicella). 

WARNINGS 

This product is not for ophthalmic use. 

In the presence af systemic infections, appropriate systemic anti- 
biotics snould be used. 

Usage in Pregnancy 

Although topical steroids have not been re- 
ported to have an adverse effect on preg- 
nancy, tne safety of their use in pregnant fe- 
males has not been established. Therefore, 
they sheuld not be used extensively on preg- 
nant patients in large amounts or for pro- 
longed periods of time. 





Vioform- 
Hydrocortison 


the bare 
tacts... 


ace 


PRECAUTIONS 

May prove irritating to sensitized skin in rare cases. If this occurs. 
discontinue therapy. May stain. 

If used under occlüsive dressings or for a prclonged period, watch 
for signs of pituitary-adrenal axis suppression. 

May interfere witn thyroid function tests. Wait at least one month 
after discontinuance of therapy before performing these tests. The 
ferric chloride test for phenylketonuria (PKU) can yield a false- 
positive result if Vioform is present in the diaper or urine. 
Prolonged use may result in overgrowth of nonsusceptible orga- 
nisms requiring appropriate therapy. 

ADVERSE REACTIONS 

Few reports include: Hypersensitivity, local burning, irritation, 
pruritus. Discontinue if untoward reaction occurs. Rarely, topical 
corticosteroids may cause striae at site of application when used 
for long periods in intertriginous areas. 

DOSAGE 

Apply a thin layer to affected areas 3 or 4 times daily. 

HOW SUPPLIED 

Cream, 3% iodochlorhydroxyquin and 1% hydrocortisone in a 
water-washable base containing stearyl alcohol, cetyl alcohol, 
stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 
water; tubes of 5 and 20 Gm. Ointment, 3% iodochlorhydroxyquin 
and 1% hydrocortisone in a petrolatum base; tubes of 5 and 20 Gm. 
Lotion, 395 iodochlorhydroxyquin and 1% hydrocortisone in a 
water-washable base containing stearic acid, cetyl alcohol, lanolin, 
propylene glycol, sorbitan trioleate, polysorbate 60, triethanolamine, 
methylparaben, propylparaben, and perfume Flora in water; plastic 
squeeze bottles of 15 ml. Mild Cream, 396 iodochlorhydroxyquin 
and 0.595 hydrocortisone in a water-washable base containing 
stearyl alcohol, cetyl alcohol, stearic acid, petrolatum, sodium 
lauryl sulfate, and glycerin in water; tubes of Y? and 1 ounce. 

Mild Ointment, 3% iodochlorhydroxyquin and 0.5% hydrocortisone 
in a petrolatum base; tubes of % and 1 ounce. 


Consult complete product literature before prescribing. 


CIBA Pharmaceutical Company . 
Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07901 2/5007 17 
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CHARLES € THOMAS - PUBLISHER 


THE DIAGNOSIS AND TREATMENT OF FUNGAL IN- 
FECTIONS: A Symposium compiled and edited by Harry 
M. Robinson, Jr., Univ. of Maryland, Baltimore. (38 
Contributors) Of great value to experienced dermatologists 
and mycologists as well as interns, this material has been 
prepared by professionals in basic sciences and clinical 
medicine, who were carefully selected for their expertise 
and current, well-qualified opinions. Many of these contrib- 
utors have participated actively in the original studies which 
made“tRese advances possible. The book contains a compila- 
tion of chapters presenting thoughts on various topics in 
the research, diagnosis and treatment of fungal infections. 
The contents cover recent developments in microbiology, 
laboratory diagnosis, histopathology, immunology and re- 
cent experimental work. '74, 580 pp., 128 il. (18 in full 
color), 45 tables, $29.50 


LEPROSY: Diagnosis and Management (2nd Ed.) by Harry 
L. Arnold, Jr., Univ. of Hawaii, Honolulu, and Paul Fasal, 
Leprosy Service, U. S. Public Health Service Hospital, San 
Francisco. This short, concise manual on leprosy is primar- 
ily intended for the physician who is not a specialist in 
leprosy but may be faced with the problem of diagnosing 
an occasional case of leprosy and starting actual treatment. 
This book is written for the family physician; the specialist 
in dermatology, internal medicine, pediatrics, neurology, 
orthopedics, or ophthalmology and otolaryngology; the 
public health nurse and other public health professionals; 
the student; and the research worker. The epidemiology of 
the disease is briefly discussed, and common misconcep- 
üons about infectivity and transmissibility of leprosy are 
dispelled. Many photographs depicting lesions of leprosy 
and diseases easily confused with leprosy are included to 
clarify and exemplify matters discussed in the text. 3, 
106 pp., 68 il. (32 in color), 3 tables, $14.75 


CRYOSURGERY OF TUMORS OF THE SKIN AND 
ORAL CAVITY by Setrag A. Zacarian, Boston Univ. 
School of Medicine, Boston. Forewords by John G. Bellows 
and Ervin Epstein. The principal part of this book stems 
from eighteen years of cryotherapy in the treatment of 
cutaneous disorders and over eight years of experience in 
cryosurgery of 1,720 malignant tumors of the skin in 920 
patients. Clinical data includes types of cancer, location, 
methodology of freezing, instrumentation, critical areas 
where failure rate appears to be higher, and the careful 
follow-up of patients. Preliminary clinical reports of cryo- 
therapy of keloids, acne and acne scars have been touched 
upon. The clinician will appreciate the valuable, simple and 
effective cryosurgical approach for the primary eradication 
of cutaneous tumors and malignancies. The patient will find 
most rewarding the absence of keloids and the infrequent 
development of hypertrophic scars and superior wound 
healing. The cancer therapist will appreciate cryosurgery for 
its secondary role as a significant tool and palliative 
measure in advanced malignancies. 73, 312 pp. (6 3/4 x 9 
3/4), 268 il. (28 in full color), 18 tables, $26.75 


DERMATOPHYTES IN HUMAN SKIN, HAIR AND 
NAILS by James T. Sinski, Univ. of Arizona, Tucson. 
Photographs by Kurt C. Kamps. Students of medical 
mycology are often hampered because of the lack of skin, 
nail and hair specimens from human beings who are 
infected by fungi. A solution to this problem of a lack of 
actual clinical materials is to have a series of photomicro- 
graphs. Though photographs of fungi in human specimens 
are found in most textbooks, they tend to show only the 
typical morphology. This photographic essay is concerned 
with the typical as well as the atypical morphology of fungi 
in human skin, nails and hair, with emphasis being placed 
on the differentiation of causal organisms as they are seen 
in clinical materials. The depiction of a number of artifacts 
seen during these examinations is also included since these 
may be confused with fungal elements. This book is an aid 
for dermatologists, medical technologists, microbiology 
students and laboratory administrators who are concerned 
with the microscopic examination of human skin, hzir and 
nails for possible dermatophyte infection. '74, 64 pp. (6 
3/4 x 9 3/4), 35 il., $7.95 


NAIL DISEASES In Internal- Medicine by Pietro de Nicola, 
Univ. of Pavia, Pavia, Italy, and Mario Morsiani and Giorgio 
Zavagli, both of the Univ. of Ferrara, Ferrara, Italy. The 
purpose of this monograph is to present a concise survey 
concerning the most pertinent aspects of nail disorders in 
internal medicine. Anatomy, histology, embryology, chemi- 
cal composition and histochemistry of the nail are present- 
ed in a short, introductory chapter. The principal part of 
the book is concerned with the clinical aspects of nail 
disorders, including the most relevant nail symptoms. A 
clear description is presented of all nail symptoms, most of 
which are not well known and deserve consideration in 
clinical practice. Original illustrations, most of which are 
color plates, are particularly helpful in the description of 
nail symptoms and disorders. This is an excellent reference 
work and should be in every dermatologist's library. '74, 
128 pp., 18 il. (8 in full color), $10.50 


SCLERODERMA: Progressive Systemic Sclerosis by Alfred 
J. Barnett, A/fred Hospital, Melbourne, Australia. This is a 
book for the general physician, for specialists in vazious 
fields of internal medicine and will be of value to research 
workers in scleroderma and connective tissue diseases. The 
contents of this book comprise an up-to-date accourt of 
scleroderma, based on the author's personal experience and 
an extensive study of the literature. In addition to extensive 
observations at the clinical level, important research work is 
actively being carried out on other aspects including 
disturbances. Chapters deal with such topics as the histori- 
cal development of knowledge of scleroderma, pathology, 
biochemistry, vascular and immunological disturbances and 
affection of such systems as the pulmonary and renal 
systems. This book will help bridge the information gap 
between research workers in particular fields and clinicians. 
74, 270 pp. (6 3/4 x 9 3/4), 84 il. (9 in full color), 19 
tables, $24.75 
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“Before” photograph 
of a psoriatic lesion 
Patient: Ms. L.O. 
Age: 54 
Sex: Female 
Duration of condition: 
38 years 
Status: Exacerbating 
rapidly 
Duration of present 
exacerbation: 1-2 weeks 
Findings: Severe 
inflammation, crusting 
and scaling; moderate 
excoriation and 
pruritus; slight 
induration and pain; 
lesions covering 
backs of hands 


Diagnosis: Psoriasis 


"Before" photograph 
of a psoriatic lesion 
Patient: Mr. P.K. 

Age: 59 

Sex: Male 

Duration of condition: 
21 years 

Status: Exacerbating 
slowly 

Duration of present 
exacerbation: 2 months 
Findings: Severe 
induration, inflam- 
mation, scaling, 
pruritus; slight 
crusting on forearms 
and upper body 
Diagnosis: Psoriasis 
vulgaris 





COPYRIGHT Q 1975, SCHERING CORPORATION. ALL RIGHTS RESERVED. 





ied IN ONLY SEVEN 





NORMAL SKIN 





In only 
7 days 


Treatment: DIPROSON 
Cream 0.0596 b.i.d. 
without occlusive 
dressings 

Findings after 7 days: 
No induration, crustin 
pruritus, excoriation, 
or pain; slight inflam- 
mation and scaling 
Investigator's 
evaluation: ‘‘The creai 
did an excellent job ir 
clearing the lesions 
and was cosmetically 
acceptable" 


Further treatment: 
Continue DIPROSONE 
b.i.d. without occlusio 


in ọn 
7 days 


Treatment: DIPROSONI 
Cream 0.05% b.i.d. 
without occlusive 
dressings 

Findings after 7 days: 
No crusting or pruritus 
slight scaling and 
induration; moderate 
inflammation 
Investigator's 
evaluation: ‘‘Patient 
much better" 

Further treatment: 
Continue DIPROSONE 
b.i.d. without occlusioi 





IN ONLY SEVEN DAYS- 
62% of psoriatic patients 
showed marked or 





impedes psoriatic 
cell proliferation 


In psoriasis, proliferation of basal cells 


in the epidermis greatly increases. This 
causes a shortening of the turnover time 
of the epidermis that interferes with 
normal cell maturation processes. This 
failure of cell maturation manifests itself 
in the various signs and symptoms of 
psoriasis—scaling, erythema, induration, 
pruritus, and excoriation. 


DIPROSONE Cream 0.05% is anew 
topical corticosteroid that has proven 
successful in reducing the manifestations 
of psoriasis and impeding the excessive 
increase in basal cell proliferation. 


In clinical studies of 188 patients with 


acute psoriatic flare-ups, and whose 
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moderate improvement" 


conditions were worsening, DIPROSONE 
was applied to lesions twice daily without 
occlusive dressings. Each patient was 
examined at weekly intervals and was 
evaluated on overall improvement as well 
as for improvement in individual signs 
and symptoms. 


Results showed that in only seven 
days of therapy with DIPROSONE b.i.d., 
62 per cent (116 patients) showed marked 
or moderate improvement. A summary of 
data for individual signs and symptoms 
appears on the following page. 


*Case histories, photographs, and data in files of 
Headquarters Medical Research Division, Schering 
Corporation. Based on studies of 188 patients tested. 


| CREAM 
0.05% 


betamethasone dipropionate 
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Significant reduction of 

moderate or severe manifestations 

of corticosteroid-responsive dermatoses 
IN ONLY SEVEN DAYS* 


PSORIASIS 


Scaling 
Erythema 
induration 
Pruritus 


Excoriation 





ATOPIC DERMATITIS 


Pruritus 
Erythema 


Excoriation 







96% 
97% 
93% 
85% 
82% 
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CONTACT DERMATITIS 


Erythema 
induration 


Pruritus 
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betamethasone dipropionate 








= Rapid onset of response in psoriasis— 


62% o* patients showed marked or moderate improvement in one week.* 


= Rzpid onset of response in atopic dermatitis— 
86% oí patients showed marked or moderate improvement in one week.* 


= Rapid onset of response in contact dermatitis — 


90% o: patients showed marked or moderate improvement in one week. + 


= Convenient b.i.d. dosage— 


enhances patient cooperation; increases the likelihood of adherence to 
your prescribed dosage. 


m Noocclusive dressing needed 


in most regimens. 


m Freeof parabens— 


sensitization rarely a problem. 


gm Economical— 


DIPROSONE with its rapid onset of response and b.i.d. dosage may enable 
patients to use less medication and thus save on the total cost of treatment. 


g Convenient package sizes — 
DIPROSONE is available in 15 Gm. and economical 45 Gm. tubes. 


*Based or studies of 188 patients with psoriasis, 155 patients with atopic dermatitis, and 38 patients with contact dermatitis 
tested by the Schering Corporation. Data in files of Headquarters Medical Research Division, Schering Corporation. 


Clinica Considerations: 


INDICZTIONS DIPROSONE Cream is indicated for the relief of the inflammatory manifestations of 
certicosteroid-responsive dermatoses. CONTRAINDICATIONS DIPROSONE Cream is contraindicated 

in vaccenia and varicella. Topical steroids are contraindicated in those patients with a history of 
hypersensitivity to any of the components of such preparations. PRECAUTIONS If irritation develops with 
the use of DIPROSONE Cream, treatment should be discontinued and appropriate therapy instituted. In the 
presenze of an infection, the use of an appropriate antifungal or antibacterial agent should be instituted. 
Ita favorable response does not occur promptly, the corticosteroid should be discontinued until the 
infecticn has been adequately controlled. If extensive areas are treated or if the occlusive technique is 
used, tae possibility exists of increased systemic absorption of the corticosteroid and suitable precautions 
should?be taken. Although topical steroids have nct been reported to have an adverse effect on pregnancy, 
the safety of their use in pregnant females has not been absolutely established. Therefore, they should 

rot beused extensively in pregnant patients, in large amounts or for prolonged periods of time. 
DIPRCSONE Cream is not for ophthalmic use. ADVERSE REACTIONS The following local adverse 
reacticns have been reported with topical corticosteroids: burning; itching; irritation; dryness; folliculitis; 
hypertrichosis; acneiform eruptions; hypopigmentation. The following may occur more frequently with 
occlusive dressings than without such therapy: maceration of the skin; secondary infection; skin 

atrophy; striae; miliaria. DOSAGE AND ADMINISTRATION Apply a thin film of DIPROSONE Cream to the 
affected skin areas twice daily, in the morning and at night. Clinical studies of DIPROSONE have 
indicated that applications twice a day are generally adequate. 011 MAY 1974 


For more complete details, consult package insert or Schering literature available from your Schering 


Representative or Professional Services Department, Schering Corporation, Kenilworth, New Jersey 07033. 
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Cat. No. 4800 $9.90 








The American Society For 
Dermatologic Surgery, 
The American Academy of 

Facial Plastic and 

Reconstructive Surgery Inc., 

The American Association of 

Cosmetic Surgeons 


ANNOUNCE 
THE THIRD ANNUAL 


Hair Transplant 
Symposium and 
Workshop 












Multi-discipline faeulty including: 
dermatologists, 
otolaryngologists, regional 
and general piste surgeons. 
Attendance Limited 


February 13th and 14th, 
1976 


FEE $500 


The Stough Dermatology and 
Cutaneous Surgery Clinic, P.A. 
Doctors Park 
Hot Springs, Arkansas 71901 
For further information, contact: 
Program Director, D.B. Stough, III, 
M.D. at above address. 










Mini-Brader, a light- 
weight portable derma- 
brader for scar revision, skin biopsy, tattoo removal 
and hair transplant. Quiet, battery-powered for use in 
office or O.R. Primarily for delicate facial areas. 

Cat. No. 5049, $210.00 


eMe EE. c 





Accu-Temp "C" hot wire 
cautery with 2-inch 
sis and removal of small 


warts and moles. Batteries not replaceable. 


c —— "HN 


Tongue Clamp, an efficient method 


of inspecting and treating mucous 
SEGEDA membrane under tongue or cheek. 

Disposable. 

Cat. No. 9000, Box of 150 $15.75 





006 Doctor's Six Pak, high-intensity, 
non-flickering beam — 6 lights per 
package. Batteries not replaceable. 


oS = Cat. No. 1006, 1-2 6-packs, $7.00 
EE each; 3-5 6-packs, $6.50 each; 6+ 
E 6-packs, $6.00 each. 


We put ideas to work. 
(DIC 12707 US. Highway 19 South 
INC Clearwater, Florida 33516 


If not available from your dealer, order direct from Concept, Inc. 





















computers 
and mediciae 


the publication that tells you how 
physicians have put computers to 
work -- in practical, valuable ways 


This bi-monthly publication reports 


on ways computer potential has 
been harnessed and used clinically 
and administratively in private 
practice, clinics, hospitals, and 
medical societies. 
It describes medical-computer 
systems in use now, those still 
in the developmental and 
experimental stages, and tells you 
whom to contact for more details. 
Let COMPUTERS AND MEDICINE 
start bringing you ideas. Order 
a subscription now! Send a check 
or money order ($5 in U.S. and 
Possessions; $7 All Other Countries) 
to Subscriber Services, AMA, 535 N. 
Dearborn St., Chicago, III. 60610. 





DesquamX? soc oo os, 
DesquamX ... ... .... 


CONTENTS: Desquam-X 5 contains 5% 
Benzoyl Peroxide, 6% polyoxyethvlene 
lauryl ether, 37% ethyl alcohol, carbomer 
940, di-isopropanolamine, disedium 
edetate and water. 


Desquam-X 10 contains 10% Benzoyl 
Peroxide, 6% polyoxyethylene lauryl ether, 
37% ethyl alcohol, carbomer 940, di- 
isopropanolamine, disodium edetete and 
water. 


INDICATION: A topica! aid for the control 
of acne vulgaris. 


ACTION: Provides the desirable drying 
and desquamation needed in the topical 
treatment of acne. Desquam-X has been 
demonstrated to have anti-bacteria effects, 
especially against Corynebacterium acnes. 


DIRECTION FOR USE: After washing as 
instructed, rub Desquam-X into affected 
areas twice daily. In fair-skinned individuals 
or under excessively dry atmospheric 
conditions it is suggested that therapy be 
initiated with one application daily. The 
desired degree of drying and peeling can 
be obtained by modification of the dosage 
schedule. 


CONTRAINDICATIONS: Not to be used in 
patients known to be sensitive to any 
ingredient of Desquam-X. 


PRECAUTIONS: Avoid contact with eyes 
and mucous membranes. For external 
use only. Keep this and all medication out 
of the reach of children. 


NOTE: May bleach colored fabrics. 


HOW SUPPLIED: Plastic tubes 1.5 OZ. 
(42.5 gm.) 


CAUTION: Federal law prohibits 
dispensing without prescription. 





WESTWOOD 


PHARMACEUTICALS INC 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8N IE2 








Sor 10% Benzoyl Peroxide 


the top 
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Sic ral cae a 
Desquam-X™ (5 or 10% Be zoyl Peroxide, 
6%Polyoxyethylene Lauryl Ether) safely and 
effectively helps control cutaneous Coryne- 
bacterium acnes as it dries and desquamates 
acne skin. Its unique hydro-alcoholic gel 
with 5.5 pH facilitates penetration into the 
follicular orifice to help control C. acnes. 
Desquam-X can be used concomitantly with 
most topical and systemic agents. It is indi- 
cated for acne grades |, Il, and selected cases 
of grade IH. 


6% Polyoxyethylene Lauryl Ether 


cal side of 
C. acnes control 







Outstanding patient acceptance is one of 
many Desquam-X benefits. The non-perfumed 
stiff gel vehicle is easy to apply and leaves 
no visible residue. 


In vivo testing* of 14-day Desquam-X appli- 
cations revealed an up to 65%** reduction of 
free fatty acids and an up to 90% elimination 
of cutaneous C. acnes on test sites. Addi- 
tional clinical studies report patients virtually 
free of sensitization and undue irritation: 


"Information on file at Westwood Pharmaceuticals Inc. and available upon request. 


“Using the 10% concentration, and up to 52% with the 5% concentration. 


©1975 W. P. Inc. 


Please see complete prescribing intormation on adjacent page. 
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MINOCIN® 
MINOCYCLINE HCI 


EN T 


Indications: 


MINOCIN minocycline HCI is indi- 


. cated in infections caused by the 


following microorganisms: 


Rickettsiae (Rocky Mountain spotted 
fever, typhus fever and the typhus 
group, Q fever, rickettsialpox, tick 
fevers). 


Mycoplasma pneumoniae (PPLO 
Eaton agent). Agents of psittacosis 
and ornithosis. Agents of lympho- 
granuloma venereum and granuloma 
inguinale. The spirochetal agent of 
relapsing fever ( Borrelia 
recurrentis). 


The following gram-negative 
microorganisms: 


Haemophilus ducreyi (chancroid), 
Pasteurella pestis and Pasteu- 
rella tularensis, 

Bartonella bacilliformis, 
Bacteroides species, 

Vibrio comma and Vibrio fetus, 
Brucella species (in conjunction 
with streptomycin). 


Because many strains of the following 
groups of microorganisms have been 
shown to be resistant to tetracyclines, 
culture and susceptibility testing 

are recommended. | 


MINOCIN minocycline HCl is indi- 
cated for treatment of infections 
caused by the following gram-negative 
microorganisms, when bacteriologic 
testing indicates appropriate suscep- 
tibility to the drug: 

Escherichia coli, 


“Where To Use It" 


Streptococcus species: Up to 44 per- 
cent of strains of Streptococcus 
pyogenes and 74 percent of Strep- 
tococcus faecalis have been found 
to be resistant to tetracycline drugs. 
Therefore, tetracyclines should not be 
used for streptococcal disease unless 
the organism has been demonstrated 
to be sensitive. 


For upper respiratory infections due 
to group A beta-hemolytic strepto- 
cocci, penicillin is the usual drug of 
choice, including prophylaxis of 
rheumatic fever. 


Diplococcus pneumoniae, 


Staphylococcus aureus, skin and 
soft tissue infections. Tetracyclines 

are not the drugs of choice in the 
treatment of any type of staphylococcal 
infection. 


When penicillin is contraindicated, 
tetracyclines are alternative drugs in 
the treatment of infections due to: 


Neisseria gonorrhoeae and Neis- 
seria meningitidis (V. only), 
Treponema pallidum and Trep- 


onema pertenue (syphilis and 


aws), 
Listeria monocytogenes, 
Clostridium species, 
Bacillus anthracis, 
Fusobacterium fusiforme (Vin- 
cent's infection), 
Actinomyces species. 


In acute intestinal amebiasis, the 
tetracyclines may be a useful adjunct 
to amebicides. 


Enterobacter aerogenes (formerly MINOCIN is indicated in the treatment 


Aerobacter aerogenes), 

Shigella species, 

Mima species and Herellea species, 
Haemophilus influenzae (respira- 
tory infections), 

Klebsiella species (respiratory and 
urinary infections). 


MINOCIN is indicated for treatment of 
infections caused by the following 
gram-positive microorganisms when 
bacteriologic testing indicates appro- 
priate susceptibility to the drug: 


of trachoma, although the infectious 
agent is not always eliminated, as 
judged by immunofluorescence. Inclu- 
sion conjunctivitis may be treated 
with oral tetracyclines or with a com- 
bination of oral and topical agents. 


Oral only: |n severe acne, the 
tetracyclines may be useful adjunctive 
therapy. Minocycline is indicated in 
the treatment of asymptoma-ic carrier: 
of N. meningitidis to eliminate 
meningococci from the nasopharynx. 


In order to preserve the usefulness of 
MINOCIN minocycline HCI in the 
treatment of asymptomatic meningo- 
coccal carriers, diagnostic laboratory 
procedures, including serctyping anc 
susceptibility testing, should be per- 
formed to establish the carrier state 
and the correct treatment. It is recon 
mended that the drug be raserved fo 
situations in which the risk of menin 
ococcal meningitis is high. 
Minocycline by oral administration | 
not indicated for the treatment of 
meningococcal infection. 
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Minocin 
MINOCYCLINE HUI 

Effectiveness 


CAPSULES 100 mg and 50 mg 
SYRUP 50 mg/5 cc 
INTRAVENOUS 100 mg/vial 


semisynthetic 
tetracycline 


for office and hospital 





challenge you 
to read our list 





of indications in less | 


60 seconds! 


MINOCIN Minocycline HCI 
Oral and Intravenous Brief Summary 


Contraindications: Hypersensitivity to any tetracycline. 


Warnings: Intravenous use, particularly in pregnancy, in daily doses exceeding 2 grams 
has been associated with deaths through liver failure. When need for intensive treatment 
outweighs potential dangers, perform renal and liver function tests before and during 
therapy; also follow serum concentrations. In renal impairment, usual doses may lead to 
excessive accumulation and liver toxicity. Under such conditions, use lower total doses, 
and, in prolonged therapy, determine serum levels. This hazard is of particular importance 
in I.V. use in pregnant or postpartum patients with pyelonephritis. In such cases, the blood 
level should not exceed 15 mcgm/ml. and liver function tests should be made at frequent 
intervals. Do not prescribe other potentially hepatotoxic drugs concomitantly. The use of 
tetracyclines during tooth development (last half of pregnancy, infancy and childhood to 
the age of 8 years) may cause permanent discoloration of the teeth (yellow-gray-brown). 
This is more common during long-term use but has been observed following repeated 
short-term courses. Enamel hypoplasia has also been reported. Tetracyclines, therefore, 
should not be used in this age group unless other drugs are not likely to be effective or are 
contraindicated. Photosensitivity manifested by an exaggerated sunburn reaction has been 
observed in some individuals taking tetracyclines. Advise patients apt to be exposed to 
direct sunlight or ultraviolet light that such reaction can occur, and discontinue treatment 
at first evidence of skin erythema. Studies to date indicate that photosensitivity is rarely 
reported with MINOCIN minocycline HCI. In patients with significantly impaired renal 
function, the antianabolic action of tetracycline may cause an increase in BUN leading to 
azotemia, hyperphosphatemia, and acidosis. CNS side effects (lightheadedness, dizziness, 
vertigo) have been reported, may disappear during therapy, and always disappear rapidly 
when drug is discontinued. Caution patients who experience these symptoms about driving 
vehicles or using hazardous machinery while taking this drug. Pregnancy: In animal studies, 
tetracyclines cross the placenta, are found in fetal tissues, and can have toxic effects on 
the developing fetus (often related to retardation of skeletal development). Embryotoxicity 
has been noted in animals treated early in pregnancy. Newborns, infants and children: All 
tetracyclines form a stable calcium complex in any bone-forming tissue. Prematures, given 
oral doses of 25 mg./kg. every 6 hours, demonstrated a decrease in fibula growth rate, 
reversible when drug was discontinued. Tetracyclines are present in the milk of lactating 
women who are taking a drug in this class. 


Precautions: Use may result in overgrowth of nonsusceplible organisms, including fungi. 
If superinfection occurs, institute appropriate therapy. In venereal diseases when coexistent 
syphilis is suspected, darkfield examination should be done before treatment is started 
and blood serology repeated monthly for at least four menths. Patients on anticoagulant 
therapy may require downward adjustment of such dosage. Test for organ system dys- 
function (e.g., renal, hepatic and hemopoietic) in long-term use. Treat all group A beta- 
hemolytic streptococcal infections for at least 10 days. Avoid giving tetracycline in con- 
junction with penicillin. 


Adverse Reactions: Gl: (with both oral and parenteral use): Anorexia, nausea, vomiting, 
diarrhea, glossitis, dysphagia, enterocolitis, inflammatory lesions (with menilial over- 
growth) in anogenital region. Skin: Maculopapular and erythematous rashes. Exfoliative 
dermatitis (uncommon). Photosensitivity is discussed above ("Warnings") Renal toxicity: 
Rise in BUN. dose-related. (See ‘‘Warnings.”) Hypersensitivity reactions: Urticaria, angio- 
neurotic edema, anaphylaxis, anaphylactoid purpura, pericarditis, exacerbation of systemic 
lupus erythematosus. In young infants, bulging fontanels have been reported following full 
therapeutic dosage, disappearing rapidly when drug was discontinued. Blood: Hemolytic 
anemia, thrombocytopenia, neutropenia, eosinophilia. CNS: (See “Warnings.’) When given 
in high doses, tetracyclines may produce brown-blac« microscopic discoloration of 
thyroid glands; no abnormalities of thyroid function studies are known to occur. 


NOTE: Concomitant therapy: Antacids containing aluminum, calcium, or magnesium impair 
absorption; do not give to patients taking oral minocycline. Studies to date indicate that 
absorption of MINOCIN is not notably influenced by foods and dairy products. 


LEDERLE LABORATORIES 
Lederle A Division of American Cyanamid Company 
Pearl River, N.Y. 10965 
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FROM MERCK SHARP & DOHME... i G 


A HIGHLY EFFECTIVE / | 
CORTICOSTEROI 


IN AN EXCLUSIVE 
GEL VEHICLE 











For relief of 
inflammatory 
steroid- asp 









0.1% TOTA 


ECH 


EXAMETHASONE MSD) IN ESTERGEL ” 
15-g and 30-g tubes (Isopropyl Myristate Gel MSD) 


formulated with 


ESTERGEL 
(Isopropyl Myristate Gel’ MSD) 


an exclusive emollient gel that 
e softens and soothes 
e retains moisture 
e spreads smoothly and evenly 
e largely disappears when rubbed on the skin 
e sheds water, but easily washes off 
skin with soap and water 
e contains no parabens 
e is anhydrous 
e is lipophilic and hydrophilic 
e is slightly acidic (DH=5-6.5) 
Topical steroids are contraindicated in vaccinia and varicella; in 
herpes simplex; in fungal infections; when tuberculosis of the skin is 


present. Topical steroids are contraindicated in patients with a 
history of hypersensitivity to any of the components of the preparation. 
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(DEXAMETHASONE | MSI 
15-g and 30-g tubes (Isop, 
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gelled isopropyl myristate, wool alcohols B.P., refined lan- 
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and anhydrous sodium phosphate dibasic. 
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This emollient gel vehicle is anhydrous, lipophilic, hydro- 
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when rubbed on the skin. 

Contraindications: Vaccinia and varicella, herpes simplex; 
fungal infections; tuberculosis of the skin; history of hyper- 
sensitivity to any of the components. 

Precautions: Not for ophthalmic use. If irritation develops, 
discontinue product and institute appropriate therapy. In 
the presence of infection, institute use of an appropriate 
antifungal or antibacterial agent; if a favorable response 
does not occur promptly, discontinue the corticosteroid 
until the infection has been adequately controlled. 
Treatment of extensive areas or use of the occlusive tech- 
nique increases the possibility of systemic absorption of the 
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Editorial 


HI of sea@bies occur in 30- 
year cycles. There is a 15-year 
gap between the end of one epidemic 
and the beginning of the next; the ep- 
idemics usually last about 15 years.’ 
The current epidemic began in most 
parts of the world in 1964”; it should 
abate by 1979. In the United States, 
in both urban and rural areas, scabies 
has undergone a notable increase 
only in the past several years.’ 

These cyclic fluctuations of the in- 
cidence of scabies are not yet 
understood. Poverty, poor hygiene, 
sexual promiscuity, misdiagnosis, 
demographic factors, increased 
travel, and ecological considerations 
are probably premoting factors.’ 
However, there is gent information 
suggesting that immunologic factors 
are the most important, with delayed 
hypersensitivity playing the principal 
role. The following facts are offered 
as evidence: 

1. A  secend infestation with 
scabies (experimentally induced or 
spontaneous) produces an accelerated 
response to ‘ewer mites and with a 
shorter incubation period.’ 

2. Intradermal skin tests with ex- 
tracts of Sareoptes organisms are pos- 
itive after six morths of disease.* 

3. There is partial immunity if 
cured after sensitization. 

4. Studies of Norwegian scabies 
disclosed the following: 

a. The disease shows a predilec- 
tion for mentally and physi- 
cally debilitated persons. 

b. Patients with the disease 
may have a specific anergy to 
intradermal skin tests.° 

e. Several cases have been cured 
with methotrexate without 
specific antiscabietic therapy." 

à. This disease is a rare compli- 
cation affecting renal trans- 
plant patients receiving ther- 
apy with immunosuppressive 
drugs.'* (The apparent para- 
dox in observations 4c and 4d 
is inexplicable at present.) 
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5. Serum IgA is notably lower in 
patients with scabies than in nonin- 
fested persons; it has been postulated 
that this correlates with low IgA level 
in skin secretions, which would pre- 
dispose one to the acquisition of 
scabies.* | 

6. There is evidence that nodular 
scabies is a hypersensitivity phenom- 
enon.'^ 

7. Histological study of inflamma- 
tory lesions suggests that a sensi- 
tizing agent (antigen) originates from 
the mite or from its excreta and 
induces an eczematous, epidermal 
response and an erythema multi- 
forme-like dermal reaction." 

In the current epidemic, classic 
scabies is seen less frequently. Special 
forms of the disease thus deserve at- 
tention: 

1. Scabies in Clean Persons.—This 
is a common occurrence at present. 
Findings may be minimal; burrows 
are difficult to find; and cases are eas- 
ily misdiagnosed. 

2. Scabies — Incognito.—Following 
extensive use of topically applied cor- 
ticosteroids (especially fluorinated de- 
rivatives) for a mistaken diagnosis, 
scabies may become almost unrecog- 
nizable, because of atypical dis- 
tribution, extent, and morphological 
features. Frequently, scabies may 
simulate other diseases, eg, derma- 
titis herpetiformis and Darier dis- 
ease. Or, the infestation may be su- 
perimposed on other conditions, such 
as mycosis fungoides, psoriasis, and 
systemic lupus erythematosus, fur- 
ther confounding the diagnosis. 

3. Nodular Scabies.—About 7% of 
patients with scabies have the nodu- 
lar variety, with reddish-brown, 
pruritic nodules on parts of the body 
generally covered by clothing (most 
frequently, the male genitzlia, the 
groin, and the axillary regicns); the 
nodules persist as long as one year, 
despite antiscabietic and most anti- 
inflammatory therapies. Frequently, 
the nodules clinically simulate lym- 


phoma and histiocytosis X and histo- 
logically simulate lymphoma and ar- 
thropod bites. e 

4. Animal-Transmitted | Scabies.— 
This occurs frequently in regional 
outbreaks in the United States and 
Canada. The major source is dogs, 
whose external ears are frequently 
sites of involvement. Canine scabies 
in man differs from human scabies in 
its greater ease of transmission, 
shorter incubation period, absence of 
burrows, distribution, and usually 
self-limited course (if the patient is 
not reexposed to the canine source). 

5. Scabies in Children.—Scabies in 
infants and young children is fre- 
quently misdiagnosed because of a 
low index of suspicion, secondary ec- 
zematous changes (including vesicles) 
suggesting other conditions, and an 
atypical distribution that includes the 
head, neck, palms, and soles.” 

6. Scabies With Syphilis. -The 
chancre of syphilis is sometimes seen 
in a cutaneous lesion of scabies, which 
also may coexist with pediculosis 
pubis and other sexually trans- 
missible conditions. When penile le- 
sions are present, the diagnosis of 
scabies should initiate a search for 
coexisting venereal diseases. 

7. Norwegian  Scabies.—So-called 
Norwegian scabies is rare. It is highly 
contagious, and it frequently causes 
local epidemics of classic scabies, usu- 
ally in institutions for the mentally 
retarded or hospitals. 


Therapy 


The diagnosis of scabies should be 
confirmed, if possible, by identifying 
the mite by scrapings or by biopsy. 
Some resistance to the modern scabi- 
cides has been observed in the United 
States (particularly in the Northeast). 
Resistance can be differentiated from 
chemical irritation or acarophobia by 
demonstrating the persistence of the 
mite. Those who treat scabies should 
be informed of the advantages and 
disadvantages of each of the scabi- 


Editorial 1431 


cides, their composition, action, 
possible adverse reactions, and tech- 
niques and frequency of application." 


Adoption of Foreign-Born Children 


In the United States, there have 
been increasing numbers of adoptions 
of foreign-born children since 1968, 
principally from South Korea and, 
more recently, from South Vietnam. 
In South Korea, there was a resur- 
gence of scabies from 1962 to 1964, 
followed by a decline until 1968; the 
disease persisted at moderate levels 
from 1968 until the past several 
years, when there has been a notable 
increase (5.2% of new outpatients in 
1974 had scabies, according to Soo 
Duk Lim, MD, written communica- 
tion, April 1975). In 1967, scabies was 
common among civilians in Vietnam, 
though rare among US soldiers; the 
frequency of scabies in Vietnam de- 
clined rapidly until 1972, but it is on 
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the increase again (6% of new out- 
patients in 1974 had scabies, accord- 
ing to Nguyen-van-Ut, MD, written 
communication, March 1975). 

In 1974, I noted that, of the Korean 
children recently arrived in Min- 
neapolis, a large number had scabies, 
including the nodular and furuncular 
varieties. In every instance, there 
was involvement in members of the 
adoptive family. After contacting 
other dermatologists in the Min- 
neapolis-St. Paul area, and a pediatri- 
cian who examined a large number of 
the group, it was estimated that more 
than 896 of the children had evidence 
of scabies during their first month in 
the United States. According to a 
subsequent, ongoing survey of Ko- 
rean children adopted into American 
homes in 1974 (Ruth C. Harris, MD, 
written communication, February 
1975), more than 5% of 925 children 
had scabies (10.8% of the children who 
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years old). Older children had been in 
orphanages known to have a high fre- 
quency of this infestation; older chil- 
dren comprised a larger proportion of 
those adopted in 1974 than in previ- 
ous years. Of 71 children from Viet- 
nam, 8.5% (six children) were infested 
with scabies. During the 1975 “baby- 
lift” at the end of the Vietnam con- 
flict, 5% to 10% of the Vietnamese 
children examined at Letterman 
Army Medical Center (Presidio of 
San Francisco) had scabies (LTC 
Richard B. Odom, MC, USA, written 
communication, April 1975). A high 
index of suspicion of scabies (and of 
pediculosis capitis) should be main- 
tained when treating children re- 
cently adopted from foreign lands, es- 
pecially from Southeast Asia. 
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Toxic Epidermal Necrolysis 
Rapid Differentiation Between Staphylococcal- 


and Drug-induced Disease 


Robert B. Amon, MD, MPH, Robert L. Dimond, MD 


e Based on the difference in the level of 
epidermal split, staphylococcal-induced 
toxic epidermal necrolysis (TEN) can be 
rapidly differentiated from drug-induced 
TEN. The microscopic pathologic find- 
ings of the staphyloeoccal-induced dis- 
ease shows epidermal cleavage high in 
the maipighian layer, while the non- 
staphylczoccal-induced disease shows a 
subepiderma! split. Rapid differentiation 
is accomplished by histologically exam- 
ining a frozen section of peeled skin ob- 
tained from a fresh lesion of TEN and by 
performing a Tzanck preparation on the 
denuded base. 

In order to illustrate these techniques, 
we present the cases of two adult patients 
with TEN; in one the disease was staphy- 
lococcai-induced while in the other it was 
drug-induced. - 

(Arch Dermatol 111:1433-1437, 1975) 


"T epidermal necrolysis (TEN), 
or Lyell disease, presents a dra- 
matic clinical picture that is well de- 
scribed by the phrase “scalded skin 
syndrome." In an adult, TEN has 
been generally considered to be a 
drug-induced disease, although 
cases of TEN in adults that may have 
been cf staphyloceccal origin have 
been reported, for example, case 3 of 
Lyell’s original series in 1956.' In 
December 1972, Levine and Norden‘ 
published the first well verified case 
of an adult with staphylococcal-in- 
duced TEN. Since then, at least five 
additional established cases of staph- 
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ylococcal-induced TEN in adults have 
been reported." Thus, the assump- 
tion that TEN in an adult implies a 
drug-induced disease is no longer 
valid nor safe and in fact may be dan- 
gerous, since prompt and effective 
management of TEN hinges on one's 
ability to correctly separate the 
staphylococcal-induced from the non- 
staphylococcal induced form of the 
disease. 

Based on clinical observation alone, 
the differentiation between staphy- 
lococcal-induced lesions and  non- 
staphylococcal-induced lesions is dif- 
ficult, as the morphological ap- 
pearance of both types of lesions is 
similar. Differentiation of the staphy- 
lococeal from the nonstaphylococcal 
lesion of TEN is possible only by 
obtaining appropriate histological 
specimens. As a result of the epider- 
molytic toxin produced by some group 
II staphylococci, cleavage occurs in the 
upper malpighian and granular layers 
of the epidermis.**'?'* Nonstaphylo- 
coccal-induced TEN results in necro- 
lysis of the epidermis with epidermal- 
dermal separation." Upper malpigh- 
ian or granular layer cleavage as a 
primary event has not been observed 
in nonstaphylococcal-induced TEN." 
The term "nonstaphylococcal-induced 
TEN" generally refers to drug- 
induced TEN, although forms of 


. nonstaphylococcal TEN other than 


drug-induced do exist.^'*'' Histologi- 
cally, all forms of nonstaphylococcal 
TEN appear similar." 

Recently, we evaluated and man- 
aged the case of a 62-year-oid man 
with TEN secondary to a staphylococ- 
cal infection and a 63-year-old woman 
with TEN secondary to drug inges- 
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tion. The purpose of this report is to 
describe these two patients in order 
to emphasize the histological differ- 
ences between these two forms of 
TEN and to describe two rapid and 
simple procedures based on these his- 
tological differences that will help dif- 
ferentiate the staphylococcal-induced 
from the nonstaphylococcal-induced 
form of the disease. 


METHODS 


One way to differentiate the two forms 
of TEN is to obtain a peel of skin. Eliciting 
the Nikolsky phenomenon will produce a 
freshly made peel. This peel is quick-fro- 
zen in liquid nitrogen or placed in formal- 
dehyde solution or saline; in the labora- 
tory, it is embedded in normal saline and 
frozen to form a block. Sections are cut 
with a cryostat and stained with hema- 
toxylin-eosin. 

The difference in the microscopic ap- 
pearance of these two forms of TEN can 
be readily appreciated by comparing Fig 1 
and 2 with 3 and 4. In the case of staphylo- 
coccal-induced TEN, an intact stratum 
corneum is observed with scattered foci of 
adherent granular cells (Fig 1). In the case 
of drug-induced TEN, the entire epidermis 
is present since the split has occurred be- 
neath the basal cells; many of the epider- 
mal cells may also appear necrotic (Fig 3). 

Cytodiagnosis (Tzanck test) is an even 
simpler and faster way to make the differ- 
entiation. Cellular material is obtained by 
scraping with a dull knife blade a freshly 
denuded area artificially induced by the 
demonstration of the Nikolsky phenom- 
enon. Vesicle fluid and blood are avoided as 
they only dilute and obscure the cells char- 
acteristic of the lesion. The cellular mate- 
rial collected on the knife’s edge is then 
spread thinly over a clean glass slide and 
allowed to air dry. The preparation is fixed 
with 95% methyl alcohol for one minute 
and then stained with Giemsa stain for 
five minutes; Wright stain may also be 
used. 

The difference in the cytological appear- 
ance of these two forms of TEN can be ap- 
preciated by eomparing Fig 5 and 6. In the 
case of staphylococcal-inducted TEN, 
broad epithelial cells with relatively small 
nuclei are observed (Fig 5). No infiamma- 
tory cells are present. In the case of the 
drug-induced TEN, rounded, cuboidal cells 
with relatively large nuclei are seen (Fig 
6). Inflammatory cells are present. 


REPORT OF CASES 


Case 1.—A 62-year-old man with the 
diagnoses of polymyositis and Hodgkin 
disease, stage IVB, was admitted to the 
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Fig 1.—Staphylococcal-induced TEN; skin 
peel showing stratum corneum with ad- 
herent granular cells (hematoxylin-eosin, 
original magnification x 400). 





Fig 4.—Drug-induced TEN; section of 4- 
mm punch biopsy specimen from base of 
TEN lesion after skin peel removed show- 
ing absence of epidermis. Inflammatory 
cells are present in upper dermis (hema- 
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Fig 2.—Staphylococcal-induced TEN; sec- 
tion of 4-mm punch biopsy specimen from 
base of TEN lesion after skin peel re- 
moved showing absence of stratum cor- 
neum. No inflammatory cells are present 
(hematoxylin-eosin, original magnification 
x 100). 
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Fig 5.—Staphylococcal-induced TEN; 
Tzanck preparation from base of denuded 
TEN lesion showing broad epithelial cells 
with small nuclear to cytoplasmic ratio 
and no inflammatory cells (Giemsa, origi- 
nal magnification x 320). 
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Fig 3.—Drug-induced TEN: skin peel 
showing full-thickness epidermis (hema- 
toxylin-eosin, original magnification x 40). 









Fig 6.—Drug-induced TEN; Tzanck prepa- 
ration from base of denuded TEN lesion 
showing cuboidal cells with high nuclear- 
cytoplasmic ratio plus inflammatory cells 
(Giemsa, original magnification x 400). 





Fig 7.—Staphylococcal-induced TEN; skin 
lesions over right anticubital fossa of pa- 
tient 12 hours after onset of necrolysis 
showing flaccid bulla and erythematous 


toxylin-eosin, original magnification 
x 100). 

skin. 
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Fig 8.—Drug-induced TEN; skin lesions 
over thighs of patient one day after onset 
of necrolysis showing denuded skin with 
wrinkling of skin margins. 
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University of Oregon Medical School Hos- 
pital because of fever aad chills. Thirteen 
years prior to admission. he developed pro- 
gressive weakness in his ower extremities. 
Five years prior to admission, the diag- 
nosis of polymycsitis was made on the 
basis of a muscle »iopsy specimen. Predni- 
sone and azathiop-ine therapy produced no 
response, and the weakness progressed. 
Chloramburil, methotrexate, and anti- 
human lymphocyte seram were subse- 
quently administered bu: failed to produce 
noticeable remission of kis polymyositis. A 
diagnosis ef Hodekin disease was made 
three months pric- to this admission on the 
basis of a chest film that demonstrated 
hilar adenopathy ind a »aratracheal node 
biopsy specimen “hat was interpreted as 
compatible with Hodgkm disease of the 
lymphocytie depletion t-pe. A course of 
MOPP (mechlorethamire hydrochloride, 
vincristine sulfate [Oncorin], procarbazine 
hydrochloride, anc predrisone) resulted in 
initial improvemeat, but recurrence of fe- 
ver and weaknes- promsted admission to 
this hospital. 

Physical examrnation and laboratory 
studies, including cultures of blood, urine, 
and sputum, showed no czuse for the fever. 
Additional labora-ory stadies included an 
admitting white Blood cel (WBC) count of 
1,200/cu mm with a differential cell count 
of 73% polymorphonuclear leukocytes, 14% 
bands, 1% eosinephils, 4% lymphocytes, 
and 8% menocytes; the hematocrit level, 
was 23%, and the platelet count was 
56,500/cu mm. Eight days after admission, 
a new cycle of M@PP was begun and the 
fever subsided. The WBC count dropped to 
300/cu mm, the kematoerit value to 17%, 
and the platelet count tc 15,000/cu mm. 

Eighteen days after zimission, the pa- 
tient's temperature rose suddenly to 39 C 
(102.2 F). Twelve hours ater, a 3-cm flac- 
cid bulla develope over tne right cheek. At 
the same time, £ large tender, erythe- 
matous area appeared over his right ante- 
cubital fossa; this lesion subsequently pro- 
gress to a flaccid Bulla (Fig 7). During the 
next 24 hours, temder er~thematous areas 
appeared ever his chiz, axillae, arms, 
chest, back, buttoeks, anc the lower part of 
the left leg. The N kolskyphenomenon was 
positive, amd sheets of skin were easily 
peeled off. Two sites of peeling were noted 
to be in corjuncticn with trauma from in- 
tramuscular and iitravesous injections. 

Blood cultures drawn zt the time of the 
fever on the 18th hospital day grew coag- 
ulase-positive, pericillin-"esistant Staphy- 
lococcus aureus. Et was identified by the 
Center for Disease Control as belonging to 
phage group II, type 3C.55/71. 

One day after the appearance of the skin 
lesions, a 4-mm punch bi»psy specimen of 
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the skin was obtained from an erythe- 
matous area after eliciting the Nikolsky 
phenomenon. The biopsy specimen, stained 
with hematoxylin-eosin, demonstrated 
cleavage high in the epidermis at the level 
of the granular layer. The more superficial 
layer was lost in processing (Fig 2). No 
bacteria or inflammatory infiltrate were 
noted. A separate frozen biopsy specimen 
taken at the same time and from the same 
area was studied by direct immunofluores- 
cent techniques using antihuman IgG, 
IgM, IgA, complement C3, and fibrinogen. 
The results were negative. Indirect immu- 
nofluorescent studies using the patient’s 
serum overlaid on cat esophagus were also 
negative. Additionally, the specimen of 
peeled skin produced by the Nikolsky phe- 
nomenon was frozen in liquid nitrogen, 
sectioned, and stained with hematoxylin- 
eosin. This section of peeled skin showed 
an intact stratum corneum with a few 
granular cells attached to its under surface 
(Fig 1). 

The Tzanck test was also performed at 
the same time from the same lesion and 
showed numerous epidermal cells, the ma- 
jority of them lying separately (Fig 5); a 
few were touching their neighbors but 
none appeared firmly attached to one an- 
other, and none appeared clumped to- 
gether. These cells had a small nucleus 
with a relatively large amount of cyto- 
plasm. No multinucleated giant cells, bac- 
teria, or inflammatory cells were present. 
Similar cytological findings were observed 
on Tzanck preparations obtained from sev- 
eral different areas of the patient. 

The Staphylococcus cultured from the 
patient’s blood was grown in trypticase soy 
broth. One-tenth milliliter of the broth, 
containing 10° organisms per milliliter, 
was injected subcutaneously into the skin 
of 2-day-old mice. A positive Nikolsky 
phenomenon was elicited in 14 hours and 
spontaneous peeling occurred later. His- 
tological examination of the mouse skin 
disclosed cleavage at the granular layer as 
in the biopsy specimen from the patient. 

Nursing care similar to that usec for 
burns was instituted, including the use of a 
circular frame. Burow soaks provided a 
mild astringent and antiseptic effect. 
When treated with sodium methicillin so- 
dium intravenously, the patient beeame 
afebrile, and no new areas of erythema or 
bullae appeared. His general condition, 
however, progressively worsened, and he 
died 27 days after admission to the hospi- 
tal. 

An autopsy was performed and the find- 
ings were consistent with Hodgkin disease, 
stage IVB, involving bone marrow, spleen, 
and lymph nodes. The skin showed healing 
lesions of TEN. Fatty metamorphosis and 


Toxic Epidermal Necrolysis—Amon & Dimond 





"E EXITTTY Ug - aK * = i: 
i " b 3 . P. . 325 


hepatocellular changes consistent with 
cytotoxic drug treatment were demon- 
strated. The patient also had bilateral lo- 
bar pneumonia, ulcerative tracheitis, and 
minimal focal chronic pyelonephritis. 

Case 2.—A 64-year-old woman with a 
ten-year history of multiple sclerosis and a 
seizure disorder was admitted from a nurs- 
ing home to the University of Oregon Med- 
ical School Hospital because of bullae and 
peeling skin of two days in duration. phe 
had taken nitrofurantoin for chronic cys- 
titits. This therapy had been stopped 17 
days prior to admission because she had 
developed an erythematous rash. It was 
restarted two days prior to admission at 
the time a Foley catheter was inserted for 
urinary incontinence. She had also taken 
phenytoin for several years for her seizure 
disorder, but 19 days prior to admission 
this regimen was discontinued and treat- 
ment with methsuximide was begun. Be- 
cause of drowsiness, the methsuximide 
therapy was discontinued two days prior to 
admission and phenytoin therapy was re- 
started. The patient also had taken thyroid 
extract, a mixture of aspirin, phenacetin, 
caffeine, APC with codeine, and codeine 
phosphate (Empirin Compound with co- 
deine phosphate) chloral hydrate, and mul- 
tiple vitamins. The day prior to admission, 
which was the day after both the nitro- 
furantoin and the phenytoin regimens had 
been restarted, an erythema was observed 
on her back. The erythema became more 
extensive with the development of large 
bullae and sheets of peeling skin. 

On admission, the patient was chroni- 
cally ill and alse was in considerable dis- 
tress due to tender, erythematous, peeling 
skin that involved most of the trunk and 
extremities but spared the face, palms, 
and soles (Fig 8). Flaccid bullae were pres- 
ent on her legs and the lower part of her 
back. No mucosal lesions were present. Ad- 
mission laboratory studies included a WBC 
count of 6,500/eu mm with 67% polymor- 
phonuclear leukocytes, 6% bands, and 27% 
lymphocytes; the hematocrit value was 
379; and the erythrocyte sedimentation 
rate was 8 mm per hour. The fasting blood 
sugar, blood urea nitrogen, creatinine, and 
electrolyte values were normal. The urinal- 
ysis was normal except for 10 to 20 WBCs 
per high-power field on microscopic exami- 
nation. Bacterial cultures taken from new 
bullae grew no bacteria. Urine cultures 
grew greater than 100,000 colonies of Can- 
dida albicans per milliliter. Candida also 
grew on cultures taken from her mouth. 

Histological examination of a frozen 4- 
mm punch biopsy specimen obtained at ad- 
mission from an erythematous area of skin 
demonstrated separation at the dermal- 
epidermal junction with loss of the epi- 
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dermis (Fig 4). Additionally, a sample of 
peeled skin obtained from a fresh lesion 
produced by the Nikolsky phenomenon 
showed the presence of the entire epi- 
dermis with separation at the dermal-epi- 
dermal junction (Fig 3); degenerative 
changes were noted in the prickle cells. 

At the time of admission, cytodiagnosis 
from several freshly produced lesions dem- 
onstrated cells with a large nuclear-cyto- 
plagmic ratio; inflammatory cells were 
present with a relative increase in the 
number of eosinophils (Fig 6). Direct im- 
munofluorescent studies with antihuman 
IgG, IgM, IgA, complement C3, and fibrin- 
ogen on the frozen section were negative; 
an indirect immunofluorescent study over- 
laying the patient’s serum on cat esoph- 
agus was also negative. 

The patient had TEN that, by history, 
was thought to be drug-induced. All her 
medications were stopped and regimens of 
prednisone (120 mg daily) and nafcillin so- 
dium intravenously were started. The naf- 
cillin was given for two days, but this ther- 
apy was discontinued when cultures did 
not grow staphylococci. The patient was 
treated as a burn patient with sterile isola- 
tion precautions, careful monitoring of 
electrolyte and fluid balance, and meticu- 
lous nursing care with the aid of a circular 
frame and silver nitrate soaks. The skin le- 
sions did not extend following the institu- 
tion of prednisone therapy, although for 
several days the previously erythematous 
areas continued to peel. Reepithelialization 
began, and the dosage of prednisone was 
gradually reduced. Nineteen days after ad- 
mission, her skin had entirely healed and 
the prednisone treatment was stopped. 
During her hospitalization, her WBC count 
dropped to 2,500 cu mm on day 4 but re- 
turned to 9,400/cu mm at the time of dis- 
charge. 


COMMENT 


Toxie epidermal necrolysis is usu- 
ally considered to be a drug-induced 
or staphylococcal-induced disease, al- 
though cases associated with other 
diseases such as lymphomas, aspergil- 
losis, poisoning, irradiation,’ graft vs 
host reactions,’® fumigants," and an 
idiopathic variety? are also described. 
The staphylococcal-induced variety of 
TEN has been thought to be primar- 
ily a disease of children, while adults 
with TEN have been thought to have 
a drug-induced disease. Initial studies 
with the mouse animal-model sug- 
gested that newborn mouse skin is 
more susceptible than adult mouse 
skin to the epidermolytic toxin that 


1436 Arch Dermatol—Vol 111, Nov 1975 


the staphylococci produce.?:*'* This 
suggested that the same might be 
true for humans and was offered as 
an explanation why it seemed that 
only children became disease with 
staphylococcal TEN. However, it has 
since been demonstrated that adult 
hairless mice?" and, more im- 
portantly normal adult human skin is 
also susceptible to the  toxin.?? 

Thus, adult humans infected with 
the staphylococci that make this toxin 
should respond with the clinical pic- 
ture of TEN. In the past two years, 
six such cases in adult patients have 
been reported. Our patient is the sev- 
enth. 

Since ideal treatment for TEN will 
differ depending on whether it is 
drug-induced or staphylococcal-in- 
duced, rapid diagnosis is essential. 
Penicillinase-resistant penicillins are 
recommended for the staphylococcal 
type,” while steroids may be neces- 
sary for the drug-induced type. To 
give steroids initially to a patient 
with the staphylococcal-induced vari- 
ety may be detrimental, since in the 
mouse model, animals treated with 
immunosuppressive therapies, includ- 
ing cortisone acetate and prednisone, 
have been shown to be susceptible 
to inoculation with a lower dose 
of staphylococci than nontreated 
mice? this was shown not to be due 
to greater susceptibility to the toxin 
but rather presumably to a greater 
ability of the organism to proliferate 
and thus produce toxin.’ 


A recent clinical study by Rudolph f 


et al^ reviewing 18 patients with 
staphylococcal-induced TEN, con- 
cluded that systemic steroids are of 
no help in staphylococcal-induced 
TEN and may, in fact, worsen the 
clinical pieture. This study supports 
the work done in the mouse model 
and emphsizes the need for a rapid 
and reliable bedside test to diagnos- 
tically separate the two major forms 
of TEN. 

Cytodiagnosis in dermatology has 
been frequently used as an aid to con- 
firm the diagnosis of such vesicular 
virus eruptions as herpes simplex, 
herpes zoster, and varicella. It has 
also been recommended to distinguish 
pemphigus vulgaris from  bullous 
pemphigoid. Cytodiagnosis by smears 


and imprints can also be used for a 
variety of other skin lesions but are 
not commonly employed because con- 
siderable expertise is necessary to ap- 
preciate subtle changes. However, in 
the differentiation of drug-irduced 
from staphylococcal-induced TEN, 
there is a noticeable difference in the 
appearance of cells scraped from the 
base of the lesions, since the charac- 
ter of the cells scraped from damaged 
skin is determined by the level of the 
split within the epidermis from which 
they are obtained. 5 In the case of 
staphylococcal TEN, the cells will 
originate from the upper malp:ghian 
layers; in the drug-induced case, the 
cells will originate from the dermis 
and the basal layer of the epidermis. 
Thus, in staphylococcal TEN, there 
will be epithelial cells with no in- 
flammatory cells, since, as has been 
emphasized, the split is intraepider- 
mal and the histology is characterized 
by the lack of inflammation. The cells 
will be large with a polygonal shape 
and the nucleus will be small in rela- 
tion to the cytoplasm. No bacteria 
will be seen since the split has re- 
sulted from a circulating toxin pro- 
duced by staphylococci proliferating 
elsewhere. A recent report by Elias et 
al? shows this exfoliative cytology in 
an experimental study of the epider- 
molytic toxin on human skin. In con- 
trast, in drug-induced cases, there 
will be inflammatory cells with few or 
no epithelial cells, since the split 


. has occurred at the dermal-epidermal 


junction. Any epithelial cells that are 
present will be basal cells, will be 
rounded or cuboidal in configuration, 
and will have a large nucleus in rela- 
tion to their cytoplasm. Eosinophils 
may be present in increased numbers 
amid the inflammatory cells. 
Although cytodiagnosis and skin 
peel are not substitutes for a biopsy, 
they have the advantage of speed, 
and correct interpretation from the 
outset can direct the examiner’s at- 
tention toward either an infectious or 
a drug origin. Additionally, with 
these atraumatic methods, several le- 
sions may be examined, whereas gen- 
erally only one or two biopsies are ini- 
tially performed. It should, of course, 
be mentioned that these two proce- 
dures may be used in pediatric pa- 
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tients as well, since they too, can ex- 
perience drug-induced TEN as well 
as staphylococeal-induced TEN. 

We do not claim that any skin peel 
showing stratum corneum with ad- 
herent granular cells, nor any cyto- 
diagnostic smear showing upper mal- 
pighian layer cells, permits a carte 
blanche diagnesis of staphylococcal- 
induced TEN; we only argue that, if a 
patient clinically has TEN, then the 
findings will indicate 
induced rather than a 






presented only one case each of drug- 
induced and staphylococcal-induced 
TEN. We have, however, used these 
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staphylococcal-inducted TEN and 
three other cases of drug-induced 
TEN cared for by us during the past 
nine months. The results obtained 
from the Tzanck test and frozen sec- 
tions of peeled skin on these addi- 
tional cases of staphylococcal-induced 
and drug-induced TEN were identical 
to those noted in the presented study. 

In summary, we are reporting two 
cases of TEN, one staphylococeal in 
origin and the other drug-induced. 
We emphsize that there is an upper 
malpighian layer split in staphylo- 
coccal cases and a dermal-epidermal 
split in the drug-induced cases. The 
level of the split and thus the cause of 
a case of TEN can be rapidly deter- 
mined by doing frozen histologic 
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studies on peeled skin and by per- 
forming cytodiagnosis on the base of 
the lesion. ! 
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Mechlorethamine in Psoriasis 


Further Attempts to Induce Immunological Tolerance 


Thomas S. Breza, MD; Paul Kechijian, MD; J. Richard Taylor, MD 


è Further attempts to induce immuno- 
logical tolerance in 29 psoriatic patients 
treated topically with mechlorethamine 
hydrochloride have not been successful 
using the intravenous route. The rate of 
sensitization achieved (65%) is not sub- 
stantially different from the rate for those 
patients who had no attempt to induce tol- 
erance (55.5%). 

(Arch Dermatol 111:1438-1439, 1975) 


he literature is replete with 
reports on the effectiveness of 
topically applied mechlorethamine 
hydrochloride in psoriasis as well as 
on the major problem of allergic con- 
tact sensitivity."* Our initial at- 
tempts to induce immunological toler- 
ance by intraoral and intravenous 
administration of mechlorethamine 
hydrochloride resulted in as great or 
possibly even greater sensitization in 
12 patients (75% to 809). 

This communication reports our 
further experience with 29 patients in 
whom an attempt was made to estab- 
lish immune tolerance to mechlor- 
ethamine hydrochloride. 


MATERIALS AND METHODS 


Twenty-nine male veterans with local- 
ized plaque-type psoriasis and no known 
prior exposure to mechlorethamine hydro- 
chloride were included in the study after 
informed written consent was obtained. 
An intravenous catheter was placed in the 
antecubital vein and normal saline admin- 
istered to assure placement of the needle. 
Mechlorethamine hydrochloride, freshly 
prepared, was injected into the rubber con- 
nector of the intravenous tubing, and the 
catheter was left in place five to ten min- 
utes with the saline running to wash all the 
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drug from the tubing. In three patients, 
two doses of three mg of mechlorethamine 
hydrochloride were given one week apart, 
with topical therapy begun one week after 
the last injection (14th day, IV,). Nine pa- 
tients received three mg doses, separated 
again by one week, with the application of 
mechlorethamine hydrochloride starting 
on the day of the third injection (14th day, 
IV,), and 17 patients received four intra- 
venous doses of 1 mg one week apart with 
topical treatment initiated on the last in- 
jection day (21st day, IV,). Frequent blood 
studies including complete blood cell count 
(CBC), differential and platelet counts, and 
blood chemistry studies using an auto- 
mated multiple analysis system were ob- 
tained before, during, and after treatment. 

Daily topical treatment was performed 
using 10 mg of mechlorethamine hydro- 
chloride in 50 ml of cool water, freshly pre- 
pared immediately before application, and 
applied with a 4x4 inch gauze pad to the 
entire body from the neck to toes, exclud- 
ing the axillae and groin. 

Patients who developed clinical findings 
of contact dermatitis were studied after 
discontinuation of the mechlorethamine 
and clearing of the dermatitis by open 
patch testing as we have previously de- 
scribed using various concentrations of 
mechlorethamine.’ These patch tests were 
examined in 48 hours. Any perceptable 
dermatitis in the patch test area was con- 
sidered a positive reaction and indicative 
of allergie contact dermatitis. 


RESULTS 


Of the 29 patients who started the 
study, four moved out of the state 
and were unavailable for follow-up 
(Table 1). Of the remaining 25 pa- 
tients, 14 developed allergie contact 
dermatitis and were unable to con- 
tinue using topically administered 
mechlorethamine even in reduced 
dosage. Six patients continue to use 
mechlorethamine without difficulty 
and remain relatively free of pso- 
riasis. One additional patient com- 
plained of pruritus, although he con- 
tinues to use mechlorethamine and 
has remained patch test negative. 
One of these patients who was 
treated for only one month still re- 


Wow. 


= an ee oo: 


mains clear of his psoriasis and re- 
quires no other therapy. Two patients 
stopped the mechlorethamine on their 
own without any allergic symptoms, 
and another was discontinued when 
he started taking methotrexate. 

Table 2 summarizes the results for 
the various methods used in the in- 
duction of immune tolerance. Four 
patients who were not sensitized have 
not been included in the statistical 
analysis because they are not pres- 
ently using the mechlorethamine for 
other reasons. Of the remaining 21 
patients, 65% were sensitized and 35% 
continue to use the mechlorethamine 
without difficulty. 

None of the 29 patients in whom 
immune tolerance was attempted de- 
veloped any side-effect attributable to 
the mechlorethamine. All blood stud- 
ies (CBC, platelet count, blood chem- 
istry studies) remained at pre- 
treatment levels during and after the 
intravenous injections. No locel ef- 
fects in the vein or surrounding tissue 
near the injection site were noted 
using our method. Most of the at- 
tempts were completed with the pa- 
tients as outpatients, and accept- 
ability was good. 


COMMENT 


The topical use of mechlorethamine 
has been an effective treatment in 
psoriasis. However, one of the major 
problems encountered to date has 
been allergie contact dermatitis in a 
majority of the patients treated. 

Our early attempts at preventing 
the allergie contact dermatitis by in- 
ducing immune tolerance by the oral 
and intravenous route was unsuccess- 
ful in 12 patients as reported in Sep- 
tember 1972. At that time, 100ug of 
fresh mechlorethamine hydrochloride 
was administered intravenously to 
six of the patients with topical treat- 
ment begun on the following day. In 
this series, five of six patients in 
whom induction of immune tolerance 
was attempted by intravenous injec- 
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Table 1.—Intravenously Administered Mechlorethamine Hydrochloride 
| Therapy for Induction of Immune Tolerance 


| Allergic 
































Patient Contact Therapy 
Method * Nc. Dermatitis Duration Comment 
IV, 1 ? xd Moved 
| 2 No 27 months Still using 
ig Yes 3 weeks 
IV; 4 No 26 months Still using 
| = ? bai Moved 
EE. ? "m Moved 
T Yes 12 weeks Dead 
E Yes 3 weeks e 
E Yes 5 weeks cad 
|. 4€ Yes 3 weeks TN 
| 17 Yes 6 weeks ne 
| 3 weeks ‘vgs 
5 months Stopped by patient 
2 months ? Allergy (no patch tests) 
4 weeks Clinically allergic; 
patch test negative 
1€ No 15 months Still using 
| 17 ? 6 months Stopped in hospital 
18 Yes 4 weeks 
| 418 No 6 months Still using 
2C No 5 months Still using 
21 No 12 months Still using with pruritus 
(negative patch test) 
22 No 4 months Stopped for social problem 
22 No 1 month Stopped after 1 month, sti | 
clear 
25 Yes 2 weeks M 
25 Yes 2 weeks iis 
2€ No 6 months Still using 
27 No 1 month Treated for 1 month; moved 
2€ Yes 3 weeks bra 
28 weeks di 


; 2— Results of Attempt to Induce Immunologic Tolerance 
in Psoriasis Patients 


Not Sensitized 
(Still Using) 





tion. became senstized. Once a week seven days. Topical therapy was be- 


application of 10#ug to the oral mu- 
cosa for six weeks prior to topical 
therapy also resurted in sensitization 
in four of six patents. Fifty-five and 
one-half pereent of 45 patients in 
whom no attemp: for desensitization 
was made bec allergic to topical 
therapy. 

Baer in 1972 resorted the results of 
his attempt to irduce immune toler- 
ance using 3 mg doses of mechlor- 
ethamine hydrochloride in water 
given intravenoasly separated by 
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gun seven days after the last injec- 
tion; While using concentrations of 
50 mg/100 ml of water applied 
weekly, he reported sensitization in 
two of four patients. However, when 
the concentration was reduced to 20 
mg/100 ml of water applied daily, 
none of the five patients tested be- 
came allergic to the mechlorethamine. 
Our IV, regimen is the same schedule 
used by Baer, but in our stucy, at 
least six of nine patients became sen- 
sitive. 
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We therefore lengthened the expo- 
sure time to four injections and de- 
creased the dose to 1 mg intrave- 
nously. Again, topical treatment was 
begun on the last day. Even with this 
method (IV,), almost 60% of patients 
became allergic to mechlorethamine. 
This last method is very similar to the 
protocol used by Van Scott, although 
his dosage was somewhat lower (200 
ug)? He claimed that of 12 patients 
with mycosis fungoides, none became 
sensitive when followed up for three 
months to beyond two years. We can- 
not explain why these results are not 
reproducible by us. It may, of course, 
be related to the dose of mechloretha-. 
mine hydrochloride administered or 
to the immunological status of those 
patients treated by Van Scott with 
mycosis fungoides. 

In conclusion, attempts to induce 
immunological tolerance in psoriatic 
patients treated topically with mech- 
lorethamine have not been successful 
using the intravenous route. Mechlo- 
rethamine hydrochloride is a cosmet- 
ically elegant and impressive treat- 
ment of psoriasis. However, we again 
conclude that it should not be used 
topically in psoriasis until a satisfac- 
tory method for the prevention of al- 
lergic sensitization can be devised. 
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Quinidine Photosensitivity 


Davi M. Pariser, MD, J. Richard Taylor, MD 


è Photodermatitis occurring in three 
patients taking oral quinidine sulfate 
cleared when the drug was discontinued 
and recurred when it was readministered. 
The dermatitis was experimentally repro- 
duced with long-wave ultraviolet light 
(UV-A, 320-400 nm) in these three pa- 
tients, who also exhibited a decreased 
minimal erythema dose (MED) to hot 
quartz irradiation. Patients taking quini- 
dine who had no dermatitis exhibited nor- 
mal MEDs and normal response to UV-A. 
Normal subjects injected intradermally 
with quinidine and irradiated with UV-A 
showed no reaction. These observations 
indicate that the photosensitive dermatitis 
to quinidine that occurred in the three pa- 
tients is idiosyncratic and that the UV-A is 
at least partially responsible for the devel- 
opment of the dermatitis that correlates 
with the absorption of quinidine in the UV- 
A range. Quinidine must be considered 
among the drugs that can produce photo- 
sensitive dermatitis. 

(Arch Dermatol 111:1440-1443, 1975) 


uinidine, the D-isomer of qui- 
nine, is widely used for treating 
cardiac arrythmias. Adverse reac- 
tions to this drug have been reported 
that may indicate either dose-related 
toxicity or non-dose-related hyper- 
sensitivity.' The dose-related toxic 
side-effects include such common re- 
actions as nausea, vomiting, and 
diarrhea. In larger doses a syndrome 
known as cinchonism develops, char- 
acterized by tinnitus, headache, visual 
disturbance, and delirium. Other dose- 
related toxic effects include syncopy 
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caused by ventricular fibrillation, sei- 
zures, ventricular tachycardia, cardiac 
standstill, and respiratory depres- 
sion.* 

The non-dose related hypersen- 
sitivity reactions to quinidine include 
drug fever,’ vascular collapse, hypo- 
tension, and a variety of cutaneous 
reactions' including thrombocytope- 
nic purpura,’ exfoliative dermatitis, 
lichen planus-like eruptions,-? 
and livedo reticularis." In addition, 
one case of allergic contact dermatitis 
to quinidine has been reported in a 
pharmaceutical worker who handled 
powdered quinidine.^ Although de 
Groot and Wuite have reported two 
cases of photosensitive dermatitis 
caused by quinidine, none have been 
verified by rechallenge with the drug, 
and no abnormalities in reactivity to 
long wave ultraviolet light have been 
reported. We have observed three 
cases of photodermatitis following 
oral administration of quinidine sul- 
fate that were reproducible on read- 
ministration of the drug and expo- 
sure to long-wave ultraviolet light 
(UV-A). 


MATERIALS AND METHODS 


Case 1 was diagnosed at the Miami Vet- 
erans Administration Hospital; the patient 
in case 2 was referred for study by Dr 
John Hicks, Coral Gables, Fla; and case 3 
was a patient at Jackson Memorial Hospi- 
tal. Normal subjects not previously ex- 
posed to quinidine were healthy volunteers 
with no dermatologic disease. Patients tak- 
ing quinidine but without dermatitis who 
were light tested were patients hospi- 
talized on the medical service. Informed 
consent was obtained from all patients and 
subjects before testing. 

Light testing was performed using a hot 
quartz mercury vapor lamp at a distance 
of 30 inches. The lamp was preheated prior 





to use. Long-wave ultraviolet light (UV-A) 
in the range of 320 to 400 nm was preduced 
by filtering the light produced by this lamp 
through one-quarter inch thick window 
glass. Light testing was performec on 1 
inch squares on each patient's back. Care 
was taken when retesting not to reuse pre- 
viously exposed locations. Reaction to UV- 
A was determined 24 hours after exposure. 
Photopatch tests to tribromsalan and hex- 
achlorophene were performed by placing 
the test material under an occlusive alumi- 
num patch for 24 hours followed by 20 min- 
utes of irradiation with UV-A. Ccntrols 
were similarly placed and not irraciated. 
Tests were examined 24 hours after irra- 
diation. The minimal erythema dose 
(MED) was determined by irradiating 1 
inch squares on the patient’s back with un- 
filtered light from the same hot quartz 
mercury vapor lamp and is expressed as 
the minimum amount of time necessary to 
produce detectable erythema 24 hours fol- 
lowing irradiation. 

For testing with UV-A, the following 
times were used: 0.5 minutes, 1.0 minutes, 
3 minutes, 5 minutes, 10 minutes, 20 min- 
utes, and 30 minutes. For determination of 
MED of unfiltered light, the following 
times were used: 5 seconds, 10 seconds, 15 
seconds, 20 seconds, 25 seconds, 30 sezonds, 
45 seconds, 60 seconds, and 75 seconds. In 
some of the patients, not all increments of 
time were tested. Normal MED of unfil- 
tered light in untanned white skin varies 
from 30 to 75 seconds under our test condi- 
tions. 

The absorption spectrum of quinidine 
was determined using a dual beam scan- 
ning spectrophotometer. A quinidine sul- 
fate tablet was dissolved in 5% glucose in 
water, and absorption was determined 
using the diluent as a reference control. 
Parenteral quinidine gluconate was also 
diluted in the same solution and an aosorp- 
tion curve likewise determined. Concentra- 
tion used for determination of absorption 
was 5 mg of quinidine per liter of solution, 
which is the therapeutic plasma concantra- 
tion of quinidine. The solutions were ad- 
justed to pH of 7.0 with several drops 0.1N 
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given 
quinidine i tradermally (n = 2) 


before testing. Curves 
forms were identical. 


REPORT OF CASES 


Case 1.—A 67, ear-oid man began re- 
ceiving a mba of digoxin and quinidine 


sodium hydroxid 
for both dosage 


sulfate in extended release form (Quini- 
dex) for atrial flutter. Three months, later 
he developed an eczematous dermatitis in 
the light-exposec areas. He was taking no 
other medicatiom and was healthy except 
for previous surgery for carcinoma of the 
urinary bladder On admission to the 
Miami Veterans Administration Hospital, 
a severe, eczematous, scaling dermatitis 
was present on m face, neck, V-area of 
the upper chest, and arms, with a sharp 
demarcation cor 
covered by the 

fissuring, crusti 

many areas 0 





tients shirt. There was 
and serous exudation in 
the dermatitis (Fig 1 


esponding to the areas 
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Fig 1.—Forehead of patient in case 1 showing erythema, scal- 


Results of Phototesting 


Subject Photodermatitis Reaction to UV-A MED 

Patient 1 

At initial diagnosis Present Erythema, 1 min 5 sec 

Off quinidine, three weeks Absent No erythema 25 sec 

Rechallenge, one week Present Erythema, 3 min 25 sec 
Patient 2 

At initial diagnosis Present Not tested Not tested 

Off Sindre. two weeks Absent No erythema 45 sec 

Rechallenge. four days Present Erythema, 10 min 25 sec 
Patient 3 

At initial dikgnosis: Present Erythema, 30 min 15 sec 

| (shorter time 
not tested) 

Off auini , one week Clearing No erythema 20 sec 

Rechallenge. four cays Present Erythema, 20 min 15 sec 
Patients taking quinidine None No erythema 45 sec, 

with no dermatitis (n = 3) 60 sec, 

| 75 sec, 
| respectively 

Norma! subj None No erythema Not tested 
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through 3). A biopsy specimen of the der- 
matitis showed severe spongiosis with a 
mixed dermal infiltrate of lymphocytes, 
histiocytes, and eosinophils (Fig 4 and 5). 
Digoxin and quinidine were continued, and 
the dermatitis was treated with system- 
ically administered cloxacillin and topically 
applied triamcinolone acetonide cream. 
The patient was placed in a darkened 
room, and the dermatitis partially im- 
proved. Light testing showed a MED of 5 
seconds. Erythema was produced with one 
minute of UV-A. The Table is a summary 
of the phototesting. A biopsy specimen of 
the positive phototest showed similar find- 
ings to the original dermatitis. 

Quinidine was discontinued and the der- 
matitis completely resolved in two weeks 
of hospitalization. Following resolution of 
the dermatitis, topical steroid and cloxacil- 
lin were discontinued. Repeat phototesting 
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Fig 2.—Neck of patient in case 1 showing edge of dermatitis at 
collar of shirt. 


E 


f bma l 
A sy 
es ee 


Rava 
> 
nd 
+ 
~ 


* 19^" 
EE 


Fig 3.—Arms of patient in case 1. 


showed a MED of greater than 25 seconds. 
No erythema was produced by 30 minutes 
of UV-A. Photopatch tests to tribromsalan 
and hexachloraphene were negative while 
the patient was not receiving quinidine. 
Quinidine sulfate was then restarted in 
a dose of 300 mg every six hours, and 
within one week, the dermatitis had re- 
curred in areas of the face, upper part of 
the chest, and upper extremities exposed 
to light. The patient remained hospitalized 
during the entire period and was not delib- 
erately exposed to natural sunlight at any 
time. Phototesting performed after one 
week of quinidine challenge showed an 
MED at 25 seconds. Erythema was pro- 
duced by three minutes of UV-A. Quini- 
dine was again discontinued, a topical 
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steroid cream prescribed, and the derma- 
titis completely resolved within one week. 
Seven months later, the patient was free 
of dermatitis with no therapy. The patient 
was found to have a toxic serum level of 
digoxin, and following correction of the 
digoxin dosage, no further anti-arrythmic 
therapy was needed. 

CASE 2.—A 76-year-old man began re- 
ceiving oral quinidine sulfate therapy for 
management of premature ventricular 
contractions. He was otherwise healthy 
and was taking no other medications. Af- 
ter four months of therapy, he noted the 
acute onset of a pruritic dermatitis on the 
face and uncovered areas of the upper ex- 
tremities. Following dermatologic consul- 
tation, he was instructed to discontinue the 
use of quinidine and to avoid sun exposure. 
A topical corticosteroid cream was pre- 
scribed. Within one week, the dermatitis 
had cleared completely. Phototesting at 
this time showed a MED of 45 seconds. 
Thirty minutes of UV-A produced no er- 
ythema. Photopatch tests to tribromsalan 
and hexachlorophene were negative while 
he was not receiving quinidine. 

Quinidine sulfate therapy was then re- 
started at a dose of 300 mg every six hours. 
The patient was instructed to resume his 
normal outdoor activities and spent an af- 
ternoon in the sun. The following day, the 
fourth day after readministration of quini- 
dine, a similar dermatitis erupted on areas 
of the body that had been exposed to sun- 
light. Light testing at this time while 
taking quinidine showed an MED of 25 
seconds. Erythema was produced by ten 
minutes of UV-A. Quinidine was again dis- 
continued and a topical steroid eream pre- 
scribed. Resolution of the dermatitis oc- 
curred within one week, and the patient 
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Fig 4.—Biopsy specimen of dermatitis, case 1 (hematoxylin-eo- 
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Fig 5.—Biopsy specimen of dermatitis, case 1 (hematoxylin-eo- 
sin, Original magnification x 40). 
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Fig 6.—Absorbance Spectrum for quinidine. 


resumed his normal outdoor activities and 
was completely free of the dermatitis five 
months later. Procainamide was substi- 
tuted as anti-arrythmic therapy. 

Case 3.—A 72-year-old man with athero- 
sclerotic cardiovascular disease was given 
digoxin, procainamide, and quinidine sul- 
fate in extended release form (Quinidex) 


for premature ventricular contractions. 
After four months of this therapy, an 
eczematous dermatitis developed on light- 
exposed areas of the body. Topical therapy 
with corticosteroids was ineffective, and 
after eight months of dermatitis, he was 
referred for evaluation. Examination 
showed evidence of chronic photoderma- 
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titis with de titis, scaling, lichenifica- 
tion, and hyperpigmentation. A biopsy 
specimen of the  cermatitis showed 
changes of ch Phot inflammation of a non- 
specific type. P Phototesting showed a MED 
of less than 15.seconds. Erythema was pro- 
duced through window »lass at 30 minutes. 
No shorter time was tested. Quinidine was 
discontinued, and after one week no er- 
ythema was producec through glass at 
times up to 30 minutes MED of unfiltered 
light was 20 seconds. Quinidine sulfate 
therapy was restarted at a dose of 300 mg 
four times a n and tae patient was kept 
in a darkened room in he hospital. On the 
fourth day of quinicine challenge, er- 
ythema was produced -hrough glass at 20 
minutes and MEL of unfiltered light 
was 15 seconds. Quinieine treatment was 
discontinued, and the dermatitis resolved 
in over ene month, le-ving only residual 
hyperpigmentation. 


RESULTS 


A light-sensitive dermatitis oc- 
curred in three patients taking quini- 
dine sulfate orally -hat disappeared 
when the drug was liscontinued and 
recurred ENSE its readminis- 
tration. The dermatitis was reproduc- 
ible with UV-A on y while the pa- 
tients were taking quinidine. To 
determine whether :his phenomenon 
represented a dcse-related toxic 
effect from quinidine or was an idio- 
syncratic reaction peculiar to these 
three patients, the »ollowing investi- 
gations were undertaken. 
injeccions of quinidine 
mace into symmetri- 
cal areas of the vola- surfaces of both 
forearms of two hea thy subjects who 
had never receivec quinidine. The 
concentrations used were calculated 
to pei tissue level of quini- 








dine when ministered orally in 
standard doses, whch is 0.1 mg/0.1 


ml. For the purpose of the intrader- 
mal tests, concentretions of 1.0 mg/ 
0.1 ml, 6.1 0.1 rd, and .01 mg/0.1 
ml were injected. Ore of the two arms 
thus injected was exposed to UV-A 
for 20 minutes. Lrvitant dermatitis 
was produced on both arms with the 
1.0 mg/0.1 ml concentration, but 
there was no derma itis at the site of 


Arch Dermato | Vol 1 1, Nov 1975 


the 0.1 mg/0.1 ml or .01 mg/0.1 ml in 
either the irradiated or non-irra- 
diated arm. Responses were equal in 
both subjects tested. 

Three patients who were taking 
quinidine sulfate but who had no 
dermatitis were phototested. All had 
MEDs in the normal range, and none 
exhibited erythema with UV-A at ex- 
posure times up to 30 minutes. Re- 
sults of this phototesting is in the 
Table. 

Another patient who was taking 
digoxin, quinidine, and hydrochlo- 
rothiazide and who had a chronic der- 
matitis in the light-exposed areas 
was studied. The MED was normal 
and no erythema was produced with 
30 minutes of UV-A. Quinidine was 
discontinued and digoxin and hydro- 
chlorothiazide eontinued, but the der- 
matitis persisted. Not until the hy- 
drochlorothiazide was discontinued 
did the photodermatitis clear, and 
then only partially. The quinidine 
was restarted with no flare of the der- 
matitis. The patient was not rechal- 
lenged with hydrochlorothiazide. It 
was assumed that the patient's photo- 
dermatitis was caused by hydrochlo- 
rothiazide and not quinidine. 


COMMENT 


It may be concluded that the quini- 
dine produced photodermatitis in the 
three patients reported because der- 
matitis was reproducible by adminis- 
tration of quinidine and exposure to 
light. Production of the dermatitis by 
UV-A might be expected because of 
the absorption spectrum of quinidine, 
which shows a peak at 336 nm (Fig 6). 
Peaks are also present at 230 nm and 
280 nm and may be responsible for 
the decreased MED with unfiltered 
light. The production of dermatitis 
with long-wave ultraviolet light is a 
more striking phenomenon and may 
be the cause of the clinical photo- 
dermatitis. 

Quinidine is administered to many 
patients but produces photoderma- 
titis in only a few. Patients tested 
who were taking quinidine but who 
had no photodermatitis were shown 
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to have no abnormality in MED or 
reactivity to UV-A. Normal subjects 
not previously exposed to quinidine 
developed ne dermatitis when it was 
administered intradermally and ex- 
posed to light. 

These findings indicate that the 
three patients reported had idiosyn- 
cratic photosensitivity to quinidine 
and not merely a phototoxic reaction. 
The reaction may in fact be a mani- 
festation of photoallergy, but this 
designation may require further defi- 
nition. Nevertheless, quinidine must 
be considered among the drugs that 
can produce photodermatitis. 


Nonproprietary Name 
and Trademarks of Drug 


Triameinolone acetonide—Aristocort Topi- 
cal Cream, Aristocort Topical Ointment, 
Aristoderm, Flutone-LP, -RP, or -HP, 
Kenalog. 
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Percutaneous Penetration 


Following Use of Hair Dyes 


Howard I. Maibach, MD; M.A. Leaffer, MS; W.A. Skinner, PhD 


* We assess the percutaneous penetra- 
tion potential of two commercially distrib- 
uted semipermanent hair dyes. Utilizing 
several solvent systems in conjunction 
with thin-layer chromatography (TLC), we 
found that the commercial formulations 
contained at least nine component chem- 
icals. 

Eight adult volunteers had their hair 
dyed with these preparations and 24-hour 
urine specimens were collected daily for 
five days. The urine was lyophilized and 
extracted with diethyl ether under acid 
and alkaline conditions. The TLC of urine 
from four of the eight subjects, taken from 
one to four days after dyeing the hair, dis- 
closed a purple spot. This spot, though 
not identified, was the same with both dye 
preparations. It is likely that these hair 
dyes not uncommonly penetrate the skin. 

(Arch Dermatol 111:1444-1 445, 1975) 


[ye the last ten years, sever- 
al women reported to the Food 
and Drug Administration that their 
urine darkened after dyeing their 
hair. Recently, Marshall and Palmer 
published one such example. Our 
study investigates the possible fre- 
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quency of the percutaneous pene- 
tration of certain commercial semi- 
permanent hair dyes and partially 
defines the penetrant. 


CHEMICAL COMPOSITION 
OF THE DYE 


Two commercially distributed 
semipermanent dyes (dye A and dye 
B) were selected on the basis of con- 
sumer complaints of urine darkening. 
We investigated solvent systems for 
use in thin-layer chromatography 
(TLC) for the best separation of the 
dye constituents of dye A and dye B. 
The best systems found were (1) sys- 
tem A: CHCI, (350), EtOAc (100), 95% 
EtOH (60), glacial HOAc (20) and (2) 
system C: CHCl, (360), EtOAc (100), 
9576 EtOH (50), NH,OH (2). These 
systems allowed the dye constituents 
to be separated into nine colored 
spots visible under ordinary illumina- 
tion. 


URINARY EXCRETION IN MAN 


Because of the complexities of the 
dye components, the use of labeled 
compounds for excretion studies was 
not feasible. We decided to investi- 
gate whether controlled experiments, 
using human subjects whose hair was 
dyed according to directions on the 
package inserts, would indicate uri- 
nary excretion of dye components or 
their metabolites. Eight healthy adult 
male volunteers had their scalp hair 
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dyed according to the instructions in 
the package insert. An effort was 
made to minimize hair dye contact 
on the forehead and neck skin. 

Forty samples of urine were ob- 
tained from individuals that had dye 
A and dye B applied to their hair. The 
urine samples were collected in daily 
24-hour specimens. They were frozen 
and kept frozen until ready for use. 
No preservatives were added during 
the work-up. The samples were lyo- 
philized and dissolved in 40 to 50 ml of 
water. Each lyophilate was adjusted 
to pH 1 with 6N hydrochloric acid and 
extracted with three 100-ml portions 
of peroxide-free ether. The ether ex- 
tracts were washed with water, dried 
with sodium sulfate, filtered, and 
evaporated to dryness under vacuum. 
The yellow solid from the acid extract 
dissolved in a minimum of anhydrous 
methanol. The aqueous phase was ad- 
justed to pH 11 with 2N NaOH, ex- 
tracted with ether, washed, dried, and 
concentrated. In most cases, the 
acidic and alkaline extractions with 
ether caused troublesome emulsions 
that could be broken by centrifuga- 
tion at 2,000 rpm. 

Previous control studies had been 
conducted to show that dye A in urine 
could be extracted by these proce- 
dures and that the various dye compo- 
nents could be separated by TLC. In 
all cases, the control urine extracts, 
ie, base line from the individual prior 
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to his hair being dyed, were identical 
to the urine samples from treated in- 
dividuals extracted at pH 1. In the 
five samples D racid at pH 11 from 
treated individuals, a purple spot was 
noted. This t was not present in 
base line samples and was detected in 
extraets of urine from individuals 
whose hair was dyed with either dye 
A or dye B. This purple metabolite, 
which appears pink in the urine ex- 
tract prior to TLC, was excreted one 
to four days:after application of the A 
or dye B, as follows: in one subject 
who used dye A, the metabolite ap- 
peared on the 4th day after appli- 
cation ef the dye; another subject who 
used dve A, 2nd da»; one subject who 
used dye B, 2nd and 3rd days after 
application; and im one subject who 
used dye B, the metabolite appeared 
on the lst day after application of the 
dye. | 

The slow excretion of this metabo- 
lite is of interest. It is not known 
whether the metabolite precursor is 
stored, slowly metabolized, and ex- 
creted or whether it is slowly pene- 
trated into the skin. It is obvious that 
certain dye compenents from both 
dye A and dye B penetrate the skin. 

Using three different solvent sys- 
tems and silica gel TLC, the purple 
metabelite from dye A was shown to 
be identical to that of dye B. The sys- 


tems used e A, C, and D (benzene 
(100), EtOAe (50). 95% EtOH (10), 
pyridine (10). Usirg these three sys- 
tems, the R,s of the metabolite from 
either dye A or dye B were 0.06, 0.41, 


and 0.29, respectively. None of the 
dye components of either dye A or 
dye B coincides in R, values in all 
three solvent systems with the purple 
metabolite. 

The amounts of this purple urinary 
metabolite were net sufficient for iso- 
lation and identification. Animal 
studies were initiated to determine 
whether could obtain larger 
amounts of the metabolite that were 
identical to those obtained from hu- 
mans. | 


PENETRATION IN RATS 
AND RABBITS 


Three fasted Sprague-Dawley male 
rats had their fur dyed with dye B. 
The urines were collected for 48 
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hours. After lyophilization, followed 
by extraction with diethyl ether un- 
der acidie and basic conditions, a 
faint purple spot, corresponding to 
that for the human metabolite, was 
found in the basic extract using sol- 
vent system A or B (NH,OH (20), H,O 
(65), 50% hypophosphorous acid (2), 
petroleum ether (30° to 60°, bp’) (50), 
CHCL, (250), n-butanol (25), lower 
layer used) for TLC. The acidic ex- 
tract contained colors corresponding 
in R, values to original dye compo- 
nents. Amounts of the purple metabo- 
lite obtained in these animal studies 
were also too small for identification 
studies. 

The fur of one rabbit was dyed 
with dye B, and urine was collected 
for a 48-hour period. After lyophiliza- 
tion, extraction, and chromatography 
in solvent systems A and B, only 
original dye components could be de- 
tected in the acid extracts, and no 
colors could be found in the basic ex- 
tracts. It is possible that the original 
dye components represent skin urine 
contamination in the animal, not pen- 
etration. 


COMMENT 


When human hair was dyed with 
either dye A or dye B, according to di- 
rections on the product label, the 
urine of four of eight individuals con- 
tained a purple metabolite of one of 
the dye components. This material 
was excreted at various intervals (one 
to four days) after application. Ac- 
cording to TLC, the metabolite was 
the same whether the dye used was A 
or B. The same metabolite was found 
in the urine of rats whose fur was 
treated with dye B. 

The important question is whether 
the absorbed components of dyes A 
and B are stored in body organs or 
are rapidly excreted. To study this in 
more detail, the common dye pre- 
cursor of the metabolite could be 
identified by using the individual po- 
tential dye components for hair dye- 
ing, and determining whether the 
purple metabolite is detected in the 
urine. Once the common precursor of 
the metabolite is established, its 
structure could be determined by iso- 
lation of it in pure form by chroma- 
tography of the original dye. This dye 
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component could be tritiated or la- 
beled with carbon 14 if the structure 
permits, and its rate and character- 
istics of skin penetration could be as- 
certained. Animal studies with this 
labeled dye component could be useful 
for determination of its organ distri- 
bution. 

It appears that percutaneous pene- 
tration of at least one hair dye ig not 
a rarity. In fact, this penetration may 
be common, since four of the eight 
subjects studied had sufficient 
amounts in the urine, demonstrable 
by cold chemical methods. Our origi- 
nal attention to this problem was due 
to the presumed uncommon consumer 
who noted dark urine after hair dye- 
ing. We do not know whether these 
special subjects allow more of the dye 
through the scalp, or metabolize or 
excrete it in a manner making the 
color more demonstrable. 

The human scalp is a preferred site 
of penetration, at least as far as hy- 
drocortisone and several pesticides 
are concerned. Quantitation of hair 
dyes on the glabrous skin will be con- 
veniently determined when the hair 
dyes are identified and then prepared 
for study with a radioactive label. It 
is most unlikely that there is any 
acute toxicity from systemic absorp- 
tion of hair dyes; however, it will be 
possible to study any possible chronic 
effects more efficiently when the pen- 
etrants are identified and quanti- 
tated. 

The rabbit skin studies were per- 
formed only for comparative purposes 
to attempt to identify the metabo- 
lites. When percutaneous penetration 
in the rabbit was compared to man, 
the skin of the former was found to 
be far more permeable.* 


This study was performed under Food and 
Drug Administration (B Drugs) contract 67-19. 
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Acquired Ichthyosis 


A Sign of Nonlymphoproliferative Malignant Disorders 


Gregory L. Flint, MD; Marshall Flam, MD; Nicholas A. Soter, MD 


* 


® Acquired ichthyosis was recognized 
in four patients, in whom the associated 
malignant disorders were carcinoma of 
the lung, breast, and cervix. This skin 
lesion may be a valuable clinical sign in 
recognizing the existence of a malignant 
condition. Although the emergence of an 
ichthyosiform dermatosis may have ser- 
ious prognostic implications, it may also 
be useful in monitoring the course of the 
malignant disorder and the patient's 
response to therapy. The relationship to 
nonlymphoproliferative malignant neo- 
plasms may be more common than has 
been previously recognized. 

(Arch Dermatol 111:1446-1447, 1975) 


he emergence of an acquired ich- 
thyosiform dermatosis in previ- 
ously unaffected individuals has been 
associated with concomitant malig- 
nant conditions,'? especially Hodgkin 
disease."* However, there are few in- 
stances of the development of this 
form of ichthyosis in patients with 
tumors not of lymphoproliferative 
origin. In order to achieve a wider 
recognition for this relationship, the 
association of acquired ichthyosis 
with nonlymphoproliferative malig- 
nant disorders is documented in four 
patients. Moreover, in one patient an 
increase in the severity of the ich- 
thyosis coincided with an exacerba- 
tion in the malignant condition and 
was useful in the assessment of the 
patient’s condition. 


MATERIALS AND METHODS 


The four patients comprising this study 
were examined to determine the extent of 
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an existing malignant condition. Four-mil- 
limeter skin trephine biopsy specimens 
were taken in three of the four patients af- 
ter the site was infiltrated with lidocaine. 
The specimens were fixed in 10% form- 
aldehyde solution, stained with hematoxy- 
lin-eosin, and examined with a light micro- 
scope. The histologic criteria used for the 
diagnosis of acquired ichthyosis were those 
previously described,' and were as follows: 
hyperkeratosis without parakeratosis, a 
decreased or normal granular cell layer, 
epidermal atrophy, and the absence of an 
inflammatory infiltrate in the dermis. All 
skin biopsy specimens showed similar 
changes (Fig 1). 


REPORT OF CASES 


Case L—A 67-year-old woman had 
ductal adenocarcinoma of the breast for 
six months; dryness and scaling of the skin 
without pruritus were noted for two 
months without response to topically ap- 
plied emollients. There was no history of 
skin diseases in the patient or her family, 
and the drug history was noncontributory. 
Physical examination showed generalized 
scaling of the skin that was especially 
prominent on the arms and legs, with spar- 
ing of flexural areas, palms, and soles. The 
eruption was characterized by rhomboidal 
scales with free edges (Fig 2). Doxorubicin 
(Adriamycin) and cyclophosphamide were 
administered, followed by an improvement 
in the severity of the ichthyosis. After six 
courses of chemotherapy, the liver en- 
larged, bone pain returned, scaling of the 
skin became worse, and there was no fur- 
ther response to therapy. 

CasE 2.—A poorly differentiated squa- 
mous cell carcinoma of the lung was 
diagnosed in a 71-year-old man in whom a 
mass of the right upper lobe was seen on a 
chest roentgenogram. Shortly thereafter, 
the patient noticed generalized dry skin 
with progressive pruritus. There was no 
history of skin disorders in the patient 
or his family, and the drug history was 
noncontributory. Physical examination 
showed scaling of the skin on the upper 
and lower extremities, with sparing of the 
flexures and on the anterior and posterior 
areas of the trunk. Irradiation therapy 


was administered to the tumor, but the pa- 
tient died within six months. 

Case 3.—An 88-year-old man suffered 
from weight loss and generalized weak- 
ness and malaise. A partial colectomy for 
carcinoma of the colon had been performed 
in 1958. A chest roentgenogram showed a 
mass with partial atelectasis of the right 
middle lobe, and a biopsy specimen ob- 
tained during bronchoscopy was inter- 
preted as squamous cell carcinoma. There 
was no personal or family history o? skin 
disease, and drug history was noncontribu- 
tory. Physieal examination showed dry 
skin on the anterior and posterior areas of 
the trunk and on the upper and lower ex- 
tremities, with sparing of the flexural 
areas that was previously not noted. Irra- 
diation therapy was administered to the 
tumor; however, the patient experierced a 
progressive decline with no changes noted 
in the skin. 

CASE 4.—A 47-year-old woman was hos- 
pitalized owing to carcinoma of the cervix, 
accompanied by weakness, anorexia, and 
weight loss. Approximately one month af- 
ter the onset of weight loss, she noted gen- 
eralized, dry skin; there was no personal or 
family history of skin conditions, and drug 
history was noncontributory. Physical ex- 
amination showed that generalized scaling 
of the skin was most prominent on the 
legs; the flexural areas were affected, al- 
though the palms and soles were spared. 
On pelvic examination, a mass was pres- 
ent, and a biopsy of it was suggestive of 
clear cell carcinoma. The skin remained 
unchanged despite topical application of 
therapeutic agents. 


COMMENT 


An acquired ichthyosiform derma- 
tosis was recognized in four patients 
with malignant conditions of a non- 
lymphoproliferative origin that in- 
volved the lung, breast, and cervix. 
Although the skin lesions were not 
the initial manifestation in these pa- 
tients, they possess the potential to 
be a valuable clinical sign in the diag- 
nosis of a concomitant malignant dis- 
order. Transient improvement of the 
ichthyosis occurred in one patient as a 
sign of response to the adminis- 
tration of systemic therapy. 

Since acquired ichthyosis is associ- 
ated with malignant conditions, the 
development of ichthyosis in the 
adult patient requires a thorough 
evaluation inasmuch as the genetic 
forms of ichthyosis seldom arise in in- 
dividuals older than 20 years of age. 
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Fig 1 —Skin biopsy specimen from leg showing hyperkeratosis, decreased granular 







cell layer, epi 
toxylin-eosin, 


Since the r ition of this relation- 
ship in 1943, Hodgkin disease has 
been obs in the majority of re- 
ported patients."' In a review of 30 
patients in whom ichthyosis was asso- 
ciated with malignant disorders, 
only two were not associated with a 


tion, iere 19 0 malignant condi- 





tion, whereas 19 oceurred in patients 
with Hodgki 
of the majority of reported patients 
suggest that the cutaneous changes 


disease. The histories 


are noted after the primary disease is 
present; however, there is an isolated 
report of ichthyosiform dermatitis 
preceding the diagnosis of Hodgkin 
disease.” A parallel course in fluctua- 
tion of the malignant disorder and 
the skin condition also has been re- 
ported.-^ 

Acquired ichthyosis must not be 
confused with asteatotic eczema or 


xerosis; in its severe form, known as 
erythema craquélé,® the skin displays 
a fine scale that is accompanied by 
erythematous superficial fissures. At 
the time of histolegic examination, 
zematous dermatitis plus a dermal in- 


this cutaneous reaction shows an ec- 
filtrate. Moreever, xerosis usually re- 
sponds to the topical application of 


emollients, ereas ichthyosis does 
not. There was no response to these 
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rmal atrophy, and absence of inflammatory infiltrate in dermis (hema- 
iginal magnification x 250). 


topically applied agents in any of the 
patients. 

Another systemic disease that is 
associated with scaling of the skin is 
hypothyroidism. Thyroid function in 
the patients, as assessed by both T, 
and T, tests, was normal. Drugs that 
influence cholesterol metabolism have 
been suggested as causes of an ich- 
thyosiform eruption.’ However, the 
drug history was not relevant in 
these patients. Reports suggest that 
10% of patients with lepromatous lep- 
rosy may have an ichthyosiform der- 
matosis of the trunk and lower ex- 
tremities'’; ichthyosis has been noted 
in patients with sarcoidosis." 

Four patients in whom there is an 
acquired ichthyosiform dermatosis 
associated with a nonlymphoprolifer- 
ative malignant condition, are re- 
ported to suggest that this relation- 
ship may be more common than has 
been previously recognized. Although 
the emergence of an ichthyosiform 
dermatosis in an adult patient may 
have serious diagnostic implications, 
it may also be useful in monitoring 
the course of the concomitant malig- 
nant disorder. 


Dr. Martin C. Mihm, Jr., MD, interpreted the 
skin biopsy specimens. 
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Fig 2.—Skin of lower area of leg show- 
ing ichthyosiform dermatosis present as 
rhomboidal scales with free edges. 
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Discoid Lupus Erythematosus 
As Part of a Larger Disease Spectrum 


Correlation of Clinical Features 
With Laboratory Findings in Lupus Erythematosus 


MAJ Stephen D. Prystowsky, MC USA, James N. Gilliam, MD 


€ This study compares the immuno- 
logic features of a homogeneous group of 
patients with discoid lupus erythema- 
tosus (DLE) strictly limited to the skin 
(group 1) with those of patients with ac- 
tive discoid skin lesions plus visceral in- 
volvement (group 2) and with those of 
lupus erythematosus (LE) patients with 
proliferative glomerulonephritis (group 3). 
Positive antinuclear antibody (ANA) was 
found in 4% of group 1, 93% of group 2, 
and 100% of group 3. Low total hemolytic 
complement (CH..) was found in 4% of 
group 1, 47% of group 2, and 100% of 
group 3. Antibodies to native DNA (nDNA) 


he relationship, if any, between 
patients with chronic cutaneous 
discoid lupus erythematosus (DLE) 
and those with other manifestations 
of lupus erythematosus (LE) has been 
widely debated, but inadequately 
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were not found in group 1, were rarely 
found in group 2, and were present in 
nearly all patients in group 3. No group 
1 patient had subepidermal immuno- 
globulin deposits in normal skin, 20% of 
group 2 had this finding, and 100% of 
group 3 had this finding. The ability to 
develop chronic discoid skin lesions ap- 
pears to be associated with a reduced 
incidence of immunologic parameters of 
disease activity. The data suggest that pa- 
tients with active discoid skin lesions 
rarely have severe renal disease. 
(Arch Dermatol 111:1448-1452, 1975) 


investigated. Lupus erythematosus in- 
cludes a spectrum of clinical forms 
that may reflect differences in the 
immunologic reactivity of the host. 
Those LE patients with discoid skin 
lesions might be expected to show less 
severe immunologic abnormalities 
than LE patients without chronic 
scarring cutaneous lesions, 

Discoid lupus erythematosus im- 
plies that the disease is limited to 
skin involvement. However, a small 
number of patients with DLE have 
serum autoantibodies. Conversely, 
approximately 15% of LE patients 





with extracutaneous disease also have 
discoid skin lesions. '»'*'** The chronic 
cutaneous lesions are identical in sys- 
temic lupus erythematosus (SLE) and 
DLE, both clinically and histologi- 
cally More specifically, both have 
immunoglobulin deposits at the der- 
mal-epidermal junction,’ and ultra- 
structural studies have demonstrated 
identical “viral-like” microtubular 
structures.’ Moreover, SLE patients 
with discoid lesions may have a more 
benign clinical course with less severe 
renal disease.” The difference in 
frequency of associated renal and 
chronic skin disease in LE patients 
with and without subepidermal im- 
munoglobulin deposits of clinically 
uninvolved skin supports this sugges- 
tion.^ These observations raise the 
possibility that some determinant of 
the discoid skin lesion i: lacking in 
patients with immune-complex me- 
diated renal disease, or vice versa. 
This study compares the immuno- 
logic features of a homogeneous 
group of patients with BLE strictly 
limited to the skin with those of pa- 
tients with active discoid skin lesions 
plus visceral involvement and with 
those of LE patients with prolifera- 
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tive glomerulonephri-is (PGN). 
SUBJECTS 


Group È Chronic Cutaneous LE Without 
Systemic Involvement (OLE).—Eighty pa- 
tients were selected on he basis of clinical 
features of chronic scarring cutaneous LE, 
and the diagnosis was :ndependently cor- 
roborated by two other dermatologists. 
Compatible skin biopsy specimen findings 
were present in all of the 71 patients tested 
in this group. Any patent with arthritis, 
clinically notable arthralgia, pleuritis, peri- 
carditis, psychosis, seizures, prolonged fe- 
ver, kidney disease, or the Raynaud phe- 
nomenon was excludec. None of these 80 
patients was taking prednisone, anti- 
malarials, or cytotoxiedrugs. 

Group 2: Chronic Cutaneous LE With Sys- 
temic Involyement.—Fitteen patients were 
studied with chronic cataneous lesions of 
the discoid type identical to those in group 
1 who also had at leastone of the following 
extracutaneous manifestations: the Ray- 
naud phenomer n, ar?hritis, clinically no- 
table arthralgia, sercsitis, seizures, psy- 
chosis, er unexplained fever. Twelve of 
these patients met tke American Rheu- 
matism Association ARA) criteria for 
SLE.” REieven f the patients in this group 






were followed up by the same observer 
(J.G.) for the past three years. The re- 
maining patients were seen primarily 
during the active phase of their disease. 
Group 3: "With 3iopsy-proven Diffuse 
Proliferative Glomerwonephritis.— Thirteen 
patients were studied who had at least 
four ARA criteria for the diagnosis of 
SLE" and inca ewdence of active ne- 
phritis as defined by tne presence of an ab- 
normal urinary sediment, proteinuria 
greater than 500 mg’ 24 hours, creatinine 
clearance 80 ml/min, and a renal 
biopsy specimen showing diffuse PGN. 


METFODS 
Immunolocic Studies 


Assays for antinueear antibody (ANA), 
total hemolytic complement (CH,,), anti- 
bodies to native DNA (nDNA), and direct 
cutaneous immunoflaorescence of unin- 
volved non-exposed sxin were performed. 

Antinuclear antibcdies (ANA) were de- 
termined by the mehod of Holborow et 
al;* total hemolytic eomplement (CH,,) by 
the microtitration technique of Nelson et 
al and antibodies to double stranded 
DNA (anti-nDNA) b- the method of Gins- 
berg and Keiser.“ Immunoglobulin depos- 
its along the dermal-epidermal junction 
were detected ber direct immuno- 
fluorescence biopsy specimens of nor- 
mal unexposed skim described previously 
as the "lupus band test" (LBT)." 


Arch Dermatol—Vol 111, Nov 1975 


Histocompatibility 
Antigen Studies 


Histocompatibility antigen (HL-A) typ- 
ing was performed on all patients with 
chronic cutaneous LE. Only group 1 pa- 
tients with DLE were studied because 
large numbers of patients were not avail- 
able in groups 2 and 8 of this study to yield 
meaningful data, and other studies of LE 
patients have been reported.'*-'* 

Well-defined” anti-HL-A sera were able 
to identify: HL-A 1, 2, 3, 9, 10, 11, W19, 
W28 of the LA locus and HL-A 5, 7. 8, 12, 
13, W5, W10, W14, W15, W16, W17, W18, 
W21, W22, and W27 of the four locus. 

HL-A antigens were measured by the 
microcytotoxicity procedure of Mittal et 
al. The lymphocytes used for HL-A typ- 
ing were separated from heparinized pe- 
ripheral blood by Ficoll-Hypaque flota- 
tion.” 

Antigen frequencies were computed sep- 
arately for white and black DLE patients. 
Differences were examined for signifi- 
cance by the chi-square test. Controls in- 
cluded 237 white and 106 black normal sub- 
jects, primarily relatives of patients 
undergoing kidney transplantation who 
were typed during the same period of time 
and with the same reagents as the DLE 
patients of this study. 


Direct Lysis of Lymphocytes 
By Rabbit Complement (DLL) 


The serum from the majority of patients 
with active LE contains lymphocytotoxic 
auto-antibodies that may interfere with 
HL-A typing.” Lymphocytes isolated from 
the blood by Ficoll-Hypaque flotation”? 
were filtered through a cotton column to 
remove granulocytes, washed three times 
with Hank's balanced salt solution, and ad- 
justed to a concentration of 4 to 6 x 10* per 
ml. One tenth milliliter of cell suspension 
was incubated with 0.1 ml of rabbit com- 
plement for one hour at room temperature. 
The tubes were then placed in :ce, and 
1:500 dilutions were made for electronic 
counting. Just before placing in the Coul- 
ter counter, one drop of Zaponin was 
added to lyse any remaining red blood 
cells. The number of lymphocytes remain- 
ing after incubation with complement was 
expressed as the percentage of cells re- 
maining in the control tube incubated with 
normal, blood-type AB serum. 

A chi-square test was used to test the 
difference of proportion (group 2 compared 
with groups 1 and 3). 


RESULTS 


All eighty patients in group 1 had 
chronic, scarring, discoid-type skin 
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lesions with 75% of the lesions clinical- 
ly active at the time of immunologic 
testing. Thirty-four of these patients 
had widespread skin involvement. 
Sixty-eight patients (85%) had lesions 
that had persisted for more than two 
years. 

Extracutaneous features of group 2 
are shown in Table 1. The most com- 
mon noncutaneous manifestations 
were arthritis, serositis, the Raynaud 
phenomenon, and central nervous 
system disease. Only one of these pa- 
tients (patient 1) had laboratory evi- 
dence of important renal disease with 
a renal biopsy specimen interpreted 
as "membranous glomerulonephritis." 
This patient has not shown deteri- 
oration of renal function over a three 
year follow-up period. Twelve of the 
remaining 14 patients had normal re- 
sults of laboratory tests of renal func- 
tion. Six of these had renal biopsies. 
One had membranous glomerulone- 
phritis, two had mesangial glomeruli- 
tis, and three had normal findings. 
Two of the fourteen patients were 
not evaluated for renal function. 

Many patients in group 3 had tran- 
sient cutaneous manifestations dur- 
ing periods of active disease that dif- 
fered completely from the persistent, 
chronic, scarring lesions of DLE. 

Table 2 shows the results of the an- 
tinuclear antibody test. Only 4% with 
DLE (group 1) had positive test re- 
sults, in definite contrast to those pa- 
tients with extracutaneous involve- 
ment. Ninety-three pereent of group 
2 and all of group 3 had positive test 
results. Only the speckled nuclear 
staining pattern was observed in 
group 1. The patterns seen in group 
2 patients were homogeneous and 
speckled, and the peripheral staining 
pattern was seen in six of the 13 
patients in group 3. The speckled 
pattern clearly differed from the pe- 
ripheral, homogeneous, or nucleolar 
staining patterns but was morpholog- 
ically somewhat variable. 

The total hemolytie complement 
levels (CH,,) are shown in Fig 1. The 
normal range in our laboratory is 60 
to 120 units. Three patients (4%) 
(other than the three with positive 
ANA test) with DLE had low CH,, 
values. In contrast, 47% of group 2 pa- 
tients and all group 3 patients had 
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Table 1.—Principal Clinical and Laboratory Features in Group 2 
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g seizures, psychosis, cerebrovascular accident. 


Table 2.—Fluorescent Antinuclear Antibody (FANA) Test and 
Nuclear Staining Patterns 


Group* No. Tested 
Group 1 80 
Group 2 15 
Group 3 


Healthy controls 
(blood bank donors) 


Positive FANA Test} 
n 





Pattern 


No. % 


* Group 2 compared with group 1 — x2—63.03, P < .001. Group 2 compared with group 3 — 


x?=0, not significant. 


T Positive FANA test using rat kidney sections as substrate and serum dilutions of 1:16. 
i P indicates peripheral pattern; H indicates homogeneous pattern; S indicates speckled 


pattern. 


Table 3.—Subepidermal Immunoglobulin Deposits in Visibly Normal Skin 
(Positive Lupus Band Test) 


Group* 
Group 1 
Group 2 15 
Group 3 13 
Hospitalized controls 


No. Tested 





Positive Lupus Band Test 


* Group 2 compared with group 1 — x?—3.82, P=.06 (not significant). Group 2 compared with 


group 3 — x2—13.16, P< .001. 


low serum complement levels. 

Two of the three patients with low 
CH,, in group 1 had low C3 determi- 
nations, but C4 determination by 
both agar gel immunodiffusion and 
hemolytie titration was normal in all 
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three patients. The following tests 
were normal or negative in each pa- 
tient: ANA, cryoglobulins, rheuma- 
toid factor, creatinine clearance, 
blood urea nitrogen, and lupus band 
test. 









LBT} Renal Status 
+ Membranous glomerulonephritis 
+ Normal renal functiont 
+ Mesangial glomerulitis 


Membranous glomerulonephritis 
Normal biopsy specimen 

Normal biopsy specimen 
Normal renal function 
Normal renal function 
Normal biopsy specimen 
Mesangial glomerulitis 
Normal renal function 
Normal renal function 
Normal renal function 








14 + ied ed aie M gga Not done 
15 T cia + "- ate "We Not done 
96 73 60 33 27 7 20 
9 5 4 1 3 
* Central nervous system disorders includin 


eatinine clearance 780 ml/min and inconsequential proteinuria on two 24 hour ccllec- 


No patient in group 1 had signifi- 
cant levels of antibody to double- 
stranded (native) DNA (Fig 2). B:nd- 
ing of more than 1.5ug of DNA per ml 
of serum is considered significant. 
Patient 1 in group 2 with renal dis- 
ease also had increased DNA binding. 
Nearly all patients in group 3 had sig- 
nificant levels of nDNA antibodies. 

Table 3 gives the results of the 
lupus band test. None of the 27 tested 
in group 1 had positive test results. 
Twenty percent of the patients in 
group 2 had positive results, while all 
patients in group 3 had a positive 
test. 

Table 4 shows the results of the 
HL-A typing on the 80 DLE patients 
in group 1. The distribution of HL-A 
types in these patients was similar to 
that of race-matched control subjects. 

None of the 66 patients in group 1 
who were tested for lymphocytotoxic 
autoantibodies” had significant levels 
of antibody. 


COMMENT 


The data show that groups of pa- 
tients selected for their similarity in 
clinical expression have similar im- 
munologie findings. Comparison of 
patients from opposite ends of this 
clinical spectrum reveals major dif- 
ferences, suggesting that the clinical 
expression of lupus erythematosus re- 
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flects the variation n the systemic 
immune response of any given pa- 
tient. Whether a patient develops pri- 
mary renal disease, pericarditis, cen- 
tral nervous system (CNS) disease, 
arthritis, pleurisy, or-discoid or other 
eutaneous manifesta ions might de- 
pend upon the patiezt's immune re- 
sponse and its mterastion with envi- 
ronmental risk faetors, such as 
exposure to ultraviolet light, viruses, 
or drugs. This study suggests that 
once the disease is ac-ivated, each pa- 
tient drifts into a relatively fixed po- 
sition in this disease spectrum. 

The proportion of PLE patients re- 
ported to have positi-e ANA test re- 
sults varies considera»ly,** probably 
reflecting different criteria used for 
patient selection (as discussed previ- 
ously) as well as vamation in sensi- 
tivity of the test. Only the speckled 
pattern ef antinuclear staining was 
observed in patients with DLE. It is 
of interest that when their disease 
was clinieally aetive, one third of the 
group 2 patients also aad ANA with a 
speckled staining pattern, a higher 
percentage than generally seen in un- 
selected patients with active SLE.” 
ANA with the permheral staining 
pattern was seen only in patients 
with clinically important renal dis- 
ease and elevated secum anti-nDNA 
levels, a similar relacionship to that 
observed previously.” ^" 

Three of the 79 (45) patients with 
DLE tested had depressed CH,» al- 
though these patients had normal re- 
nal function and no rotable systemic 
illness. All had nommal C4 levels, 
which makes the pcssibility of im- 
mune complex formation extremely 
unlikely.“ Less than kalf of the group 
2 patients had low CH., levels in con- 
trast to 100% in group 3. This latter 
group with active nephritis had the 
greatest overall redaction in CH,, 
levels. 

This study implies that signifi- 
cantly elevated level. of anti-nDNA 
do not oceur in DLE. While only one 
patient in group 2 had positive find- 
ings, nearly all of .he patients in 
group 3 had substancial amounts of 
anti-nDNA. 

There was a strikiag difference in 
the frequency of sign ficant renal dis- 
ease, elevated levels of anti-nDNA, 
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Table 4.—HL-A Antigen Frequencies in Patients With DLE and Controls 





















Controls White DLE Controls Black DLE 
(N—237 (N—44) Hetero- (N—106) — (N—36) Hetero- 
HL-A a V L^ geneity, emm uon i AR. O 
Antigens No. 96 No. % x? No. 96 No. 96 (1 df) 
1 86 36.3 11 25.0 2.09 10 9.4 3 88 0.01 
2 115 48.5 21 47.7 0.01 42 39.6 15 41.7 0.05 
3 53 22.5 14 31.8 1.83 13 12.3 6 17.6 1.74 
9 49 20.7 7 159 0.53 36 33.9 7 19.4 2.68 
10 24 10.1 3 68 0.47 15 14.1 1 29 3.19 ° 
11 32. 13.5 4 9.1 0.65 7 6.6 3 8.6 0.19 
W19 24 10.1 4' Gal 0.04 36 33.9 6 16.7 3.86* 
W28 19 8.0 6 13.6 1.44 Iz 213 12 33.3 9.271 
5 4p. 17.7 8 182 0.01 32 30.2 10 29.4 0.01 
7 58 24.5 16 36.4 2.70 27 25.5 11 30.6 0.35 
8 64 27.0 15 34.1 0.92 16 15.1 2 59 1.95 
12 57 2441 8 182 0.72 21 19.8 8 222 0.09 
13 T- 28 2 456 0.30 4 38 0 0 1.32 
W5 19 5.5 8 182 8.657 15 14.1 
W10 34 14.4 2.3 4.96* 5 4.7 
26 10.9 0.69 


* P< 0.05 (1 df). 
t P « 0.01 (1 df). 
t P 0.05 (22 df). 


Fig 1.—CH,, levels in group 1, group 2, and 
group 3 patients. Group 2 comparec with 
group 1 —x’= 20.06, P «.001. Group 2 
compared with group 3 — x'=6.71, 
P<.01. 
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Fig 2.—Anti-nDNA activity in group 1, 
group 2, and group 3 patients. Group 2 
compared with group 1 —x’=0.97, not 
significant. Group 2 compared with group 
3 —y? = 12.13, P < .001. 
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hypocomplementemia, and positive 
lupus band tests between group 2 and 
group 3. 

The association between HL-A an- 
tigens and SLE has been suggested 
by several conflicting studies, [t 
was thought that some of these dis- 
crepancies might be explained by pa- 
tient selection within the lupus spec- 
trum discussed in this study. In 
addition, the presence of lympho- 
cytotoxic autoantibodies in patients 
with active SLE? might interfere 
with accurate tissue typing by alter- 
ing the cell surface. The clinical 
homogeneity of group 1 patients with 
DLE who did not have lymphocyto- 
toxic autoantibodies avoided both of 
these sources of error in this study. 
No association between HL-A anti- 
gens and DLE was found. 

The ability to develop chronic dis- 
coid lesions appears to be associated 
with a reduced incidence of the above 
immunologie parameters of disease 
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activity. The data suggest that pa- 
tients with chronic discoid lesions 
rarely have severe renal disease. 
None of the group 2 patients had 
biopsy-proven, diffuse PGN, and none 
of the group 3 patients had active, 
chronic, destructive skin lesions. One 
possible explanation for this dichot- 
omy would be the presence of isolated 
cell-mediated autoimmunity in DLE, 
which fosters the chronic, destructive, 
cutaneous injury without producing 
immune complex disease. Proof for 
this possibility is presently lacking. 
Alternatively, group 3 patients with 
antibody and/or antigen-antibody 
complexes may suppress the cell-me- 
diated, chronic, cutaneous lesions. 
The most important difference be- 
tween group 1 and group 3 may be 
the immunologic reactivity of the 
host, with group 3 patients over- 
reacting with humoral antibody to 
antigens such as nDNA. This is per- 
haps because of a deficiency of normal 
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The Disease: Uncommon/ The Symptoms: Painful and Restrictive/ The Diagnosis: Often Missed 


The Therapy: New from Roche Laboratories 





Sola tene 


(beta-carotene) 


The first (oet chemotherapy for patients with 
erythropoietic protoporphyria 





The Disease: 


Erythropoietic 
Protoporphyria 


EPP 





Incidence 


Known cases of erythropoietic protoporphyria 


(EPP) are relatively rare and number approx- 
imately 1000 in the United States. Because many 
physicians are not familiar with the disease or 
the latest diagnostic techniques, and because 
acute symptoms tend to disappear rapidly, it is 
theorized that a number of cases go undiagnosed. 


Etiology 


Although the cause of EPP is unknown, a startling 


familial incidence suggests it is inherited. EPP is 
characterized by abnormally elevated protopor- 
phyrin levels in the blood, skin and stools and by 
hypersensitivity to the visible light range of the 
sun's spectrum (400-650 nm). The disease usually 
becomes evident in early childhood and in an 
occasional patient may improve with age. 


The Symptoms 


Acute 


After even a brief period in the sun, the 
patient suffers a burning sensation cn expose 
skin, followed by ervthema, itching, edema, 
and in about half these patients, cutaneous 
lesions. Acute symptoms usually disappear 
within 12 to 24 hours. 


Chronic 


In some cases, skin thickening with incon- 
spicuous papules, pitted or linear scars or 
furrows may persist and progress between 
attacks. These changes are most noticeable 
on the backs of hands and on the nose, cheek 
and lips. 


The Diagnosis 


Protoporphyrin levels can be determined by 
chemical extraction methods! or by a new, 
simpler and more economical microfluoro- 
metric assay.’ The microassay 1s available 
without charge under a program of the 
National Program for Dermatology (NPD) 
Photobiology Section. To utilize this offer, 
take several drops of patient blood from a 
finger puncture, drop on #903 filter paper 
(also available on request from NPD), dry in 
dark area for 3 to 4 hours and airmail to: 
National Program for Dermatology. Researc) 
Division, Photobiology Section, Room 15-20€ 
Vanderbilt Clinic, 630 W. 168th Street, New 
York, New York 10032. Include patient name, 
date of specimen collection and hematocrit 
and/or mean corpuscular hemoglobin con- 
centration, if known. Time is important as 
some fall-off in measurable porphyrins occur 
with prolonged storage and exposure of 
filter paper to light. 





l. Schwartz S et al: Methods Biochem Anal 8: 291-993. 1960 
2. Holti G et al: Q J Med 27: 1-18, Jan 1958 
3. Poh-Fitzpatrick MB et al: Arch Dermatol 110 225-230 Aug 1974 


The Therapy: 


No. of patients 


No. of patients 


solatené 


(beta-carotene) 


Clinical Effects 


Improved Tolerance to Sunlight 
in 53 EPP Patients Treated with Solatene 


3 to 9- fold 


10-fold 


or more 


Deubtful 2-fold 





Improved Toleraace to Artificial Sunlight 
in 2] EPP Patients Treated with Solatene 


3-fold 
or more 


2-fold 


None 





In 49 of 53 EPP patients treated with Solatene, 
tolerance to sunlight increased markedly. 
Forty-six enjeyed a threefold or better 
improvement and 10 of these patients found 
they could remain in the sun all day without 


suffering discomfort or developing skin lesions. 


Three doubled exposure time, in three others 
benefits were considered doubtful and one 
patient received no benefit. Patients noted that 
photosensitivity reactions which did occur 


were less severe and disappeared more rapidly. 


Many were able to tolerate the midday sun 
for the first time im their lives and some even 
developed a suntan. 


These subjective results were confirmed when 
2] patients— before and after Solatene therapy 
— were tested for photosensitivity to artificial 
sunlight and 20 showed increased tolerance. 
Eleven showed a threefold or better improve- 


ment, eight doubled exposure time, one could 
tolerate 1.5 times the earlier exposure and one 
showed no improvement. 


All patients received Solatene orally in doses 
ranging from 15 to 300 mg daily for varying 
periods up to 25 consecutive months. 


Adverse Reactions 


Patients tolerate Solatene therapy well with 
unusually few adverse effects. After four to 

six weeks of therapy, carotenodermia develops 
but this vellow skin pigmentation is slight and 
does not appear to cause patient concern. A 
few reported sporadic loose stools, 1n no case 
severe enough to warrant discontinuing 
medication. 


Patients were examined two or three times 
before treatment and at one or two month 
intervals during treatment. Each time, por- 
phyrin levels in red blood cells, plasma and 
feces were assayed, and complete blood counts, 
urinalyses and blood glucose, BUN, serum 
total bilirubin, SGOT, serum carotene and 
serum vitamin A tests were performed. These 
test findings showed no significant deviation 
from pretreatment values. 


Solatene has not been shown effective as a 
sunscreen in normal individuals and should not 
be used for that purpose. 


solatené 


(beta-carotene) 


from 

Roche Laboratories 
new relief 

for a rare disease 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 


Please see complete product information on last page. 


How to Administer 
Therapy with Solatene” 


for the (beta-carotene) 
Most Effective Results 


Dosage: Symptom severity and patient 
response should establish the individual daily 
requirements. During clinical trials, it was the 
practice to start therapy with small doses of 
Solatene, to have patients increase exposure 
to sunlight cautiously, observing hypersen- 
sitivity reactions, and then to increase dosage 
gradually until reactions were ameliorated. 
The majority of adult patients required 180 mg 
(6 capsules) for effective results. In children, 
requirements varied according to size and age. 
In adults, the daily dosage may range from 

30 to 300 mg (one to ten 30-mg capsules). 

In children under 14, the daily dosage may 
range from 30 to 150 mg (one to five 30-mg 
capsules). Capsules may be opened and the 
contents mixed with fruit or vegetable juice 

to make them easier for children to swallow. 


Ad minist ration: Because beta- 


carotene is excreted slowly, the daily require- 
ment may be taken as a single dose or in 
divided doses. It is preferable, though not 
essential, to take Solatene with meals. 


Precautions: Several weeks of ther- 
apy are necessary to accum ulate protective 
skin levels of beta-carotene. Patients should 
be instructed, therefore, not to increase 
exposure to sunlight until carotenodermia 
appears — usually four to six weeks after 
therapy is initiated. (This yellow pigmenta- 
tion is first noticeable on the palms of hands 
and soles of feet.) After this, exposure should 
be increased gradually and cautiously to 
determine the individual exposure limits. 
Solatene does not offer total protection. 
Beta-carotene should be given with caution 
to patients with impaired renal or hepatic 
function because safety in these conditions has 
not been established. 


Because it is nol effective for this use, Solatene 
should not be administered to normal individuals 
as a sunscreen. 


Complete Product Information. 


DESCRIPTION: Beta-carotene is a carotenoid pig ment occurring 
naturally in green and yellow vegetables. Chemically, beta-carotene 
has the empirical formula C4oHs6and a calculated molecular 
weight of 536.85. Trans-beta-carotene is a red crystalline com- 
pound which is insoluble in water. 


ACTIONS: The exact mode of action of beta-carctene in protecting 
against the deleterious effects of photosensitization in human 
erythropoietic protoporphyria has not been established. In spite 

of markedly elevated blood carotene levels, vitamin A levels do 

not rise above normal. Treated patients become carotenemic and 
may have slightly yellow skin pigmentation due to accumulation 

of beta-carotene. The sclera does not become vellow, in contrast 

to patients with icterus. 

INDICATIONS: Solatene is a useful agent to ameliorate photo- 
sensitivity in patients with ervthropoietic protoporphvria. 


CONTRAINDICATIONS: Beta-carotene is contraindica: ed in 
patients with known hypersensitivity to the drug. 
WARNINGS: Beta-carotene has not been shown to be effective as 


a sunscreen in normal individuals. It should not be used for this effect 


Usage in Pregnancy: The safety of beta-carotene in this dosage 
range in women who are or who may become pregnant has not 
been established; hence, it should be given only when the potential 
benefits have been weighed against possible hazards to mcther 
and child. 


PRECAUTIONS: Beta-carotene should be given with caution to 
patients with impaired renal or hepatic function, because safety 
in these conditions has not been established. Patients should be 
forewarned that their skin may appear slightly vellow while 
receiving beta-carotene therapy. Since beta-carotene will fulfill 
normal vitamin A requirements, additional vitamin A should not 
be prescribed. 

ADVERSE REACTIONS: Some patients may have occasional 
looser stools while taking beta-carotene. This reaction is sporadic 
in appearance and may not require discontinuance of medication. 


DOSAGE AND ADMINISTRATION: Solatene may be admin- 
istered either as a single daily dose or in divided doses, preferably 
with meals. 

Usage in Children: The usual dose for children under 14 is 30 to 
150 mg (1 to 5 capsules) per day. Capsules may be opened and con- 
tents mixed in orange or tomato juice to aid administration in 
children. 

Usage in Adults: The usual adult dosage is 30 to 300 mg (1 to 10 
capsules) per day. 

Dosage should be adjusted depending on the severity of the 
symptoms and the response of the patient. Several weeks of therapy 
are necessary to accumulate enough beta-carotene in the skin to 
exert its protective effect. Patients should be instructed not to 
increase exposure to sunlight until they appear carotenemic (first 
seen as vellowness of palms and soles). This usuallv occurs after 
two to six weeks of therapy. Exposure to the sun should then be 
increased gradually. The protective effect is not total, and each 
patient must establish his or her own limits of e xposure. 

IIOW SUPPLIED: For oral administration, blue and gree n cap- 
sules containing 30 mg of beta-carotene— bottles of 100. "pnt int 
on capsules: ROCHE 115. This product information issuec October 197 


Solalene 


(beta-carotene) 


new relief 
for the EPP patient 
from 


Roche Laboratories 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 


Printed in USA 16-04-4500-005-105 


“Doctor, with 
my delicate skin... 
what kind of soap 
should I use?” 


Pure mild Ivory is one of the safest 


possible soaps you can recommend for 
delicate skin. More doctors recommend 
Ivory than any other soap: 


Ivory may safely be 
used as an adjunct to treatment 
of scabies, seborrhea and 


It makes sense. immersionexperiments— impetigo. | 
Ivorys absence of many extra confirm that Ivory is one 
ingredients helps minimize of the mildest least irritating 
chances of irritation. Soaps you can recommend. 
Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 





including patch tests and arm this clinical experience. 


“Summary of Procter & Gamble Market Research Study #69222, available on request to interested physicians. 
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Ten years...painfully 
afflicted with psoriasis 


Patient seen with a previous history of 
psoriasis, for which he had used numerous 
topical medications with varying success. 
When seen again after a prolonged absence, 
eruption was severe on scalp, hairline, 
elbows, and on shoulders and back. 
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Fireman, Mr. S. B, victim of psoriasis for 10 years 
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For contact 
dermatitis only— 
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For corticos:eroid- 


Valisone 


betamethasone valerate, NF 


Cream 0.1%/Ointment 0.1%/Lotion 0.1%/Aerosol 0.15%/ Reduced Strength Cream 0.01% 


Clinical Considerations: Indications: VALISONE Cream and Ointment 
are indicated for relief of the inflammatory manifestations of corti- 
costeroid-responsive dermatoses. VALISONE Reduced Strength 
Cream is indicated for the relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. VALISONE Lotion is indicated 
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Acute Febrile Neutrophilic 
Dermatosis (Sweet Syndrome) 


Kenneth E. Greer. MD Jerry L. Pruitt, MD; Gregory F. Bishop, MD 


e We describe the third reported case 
of acute febrile meutrephilic dermatosis 
(Sweet syndrome) in tr= United States. In 
the majority of reported cases, the pa- 
tients were female. However, in our case 
and in the two cases reported previously 
in the United States, the patients were 
male. In two of these three male patients, 
a malignant neoplasm has been found, 
possibly as a coincidence. 
(Arch Dermatol 111: 461-1463, 1975) 


AT febrile nertrophilic derma- 
tosis (Sweet syndrome) was 
first described in Fmgland by R. D. 
Sweet in 1964, and again in 1968, in a 
total of 12 fsmales, most of them 
middle-aged.” It has since been re- 
ported in approximately 18 patients, 
male as well as fenale.*? 

The four prineipa. features of acute 
febrile neutrophiic dermatosis, 
clearly described ky Sweet in the 
origina! article, include fever, raised, 
painful erythematoas plaques on the 
limbs, face, anc neck, polymorphonu- 
sis, end, histologically, 
infltrate of mature 






dition, the majerity of the previously 
reported cases hav» occurred in fe- 
males. More than half of these cases 
occurred within one to three weeks 
after a respiratory tract infection, 
and the lesions have responded to sys- 
temic corticosteroid, but not to anti- 
bioties. Individual lesions may last six 
weeks to six montks with or without 
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treatment. The lesions may be recur- 
rent, and they usually heal without 
scarring. In one patient, the lesions 
appeared in an area of recent trauma, 
and, in one case, ulcerative colitis was 
diagnosed. One of the male patients 
had an embryonal cell carcinoma of 
the testicle,’ and two of the five cases 
reported recently by Matta et al had 
acute leukemia." 

The following is a report of a 4l- 
year-old man with Sweet syncrome, 
in whom metastatic adenocarcinoma 
was found, and whose lesions resolved 
in four weeks without corticosteroid 
or other therapy. 


REPORT OF A CASE 


A 41-year-old man was in excellent 
health until March 1974, when he devel- 
oped pain in the abdomen and in the right 
lateral area of the chest. The pain was dull, 
yet persistent, and was partially relieved 
by analgesics, local pressure, and flexion of 
his right thigh. Evaluation at that time in- 
cluded a physical examination, chest x-ray 
film, and an upper gastrointestinal series. 
No abnormalities were found. Because of 
the persistence and worsening of pain, the 
patient was admitted to the University of 
Virginia Hospital for reevaluation in Sep- 
tember 1974. 

During the three weeks before he was 
admitted to the hospital, the patient com- 
plained of night sweats and possible fever. 
Ten days prior to his admission he devel- 
oped a warm, tender erythematous papule 
beneath the area covered by his watch on 
the left wrist. He switched the watch to his 
right wrist and one day later developed a 
similar lesion on the right wrist. He ini- 
tially thought that the watch had caused 
injury to these areas. However, when he 
discontinued wearing the watch, the le- 
sions on both wrists enlarged rapidly 
within the next ten days, involving areas 
several centimeters in diameter. Two days 
prior to admission, following minor trauma 





Fig 1.—Bilateral, elevated, sharply de- 
marcated plaques with central crusting 
and pseudovesicular border. 





Fig 2.—Lesion on left wrist demonstrat- 
ing elevated pseudovesicular border. 





Fig 4.—Resolution in two weeks of 
plaques without treatment. 
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original magnification x 130). 


that did not break the skin, he developed a 
new, but smaller lesion on the dorsum of 
the right index finger. The patient had no 
history of similar lesions and had been re- 
ceiving no medications other than anti- 
histamines and analgesics that did not con- 
tain bromide or iodide. He had no history 
of respiratory tract problems preceding 
the eruption, but he was a heavy cigarette 
smoker (1' packs per day) for 20 years. 

On admission, results of a physical ex- 
amination were normal, with the exception 
of the eruption on his wrists and index fin- 
ger and a previously unnoticed warm, non- 
movable, firm, elevated 6-cm mass in the 
right infrascapular area. Morphologic 
findings for all three lesions were 
strikingly similar. They were sharply de- 
marcated, raised, warm, reddish-brown 
plaques, with a peculiar pseudovesicular 
border (Fig 1 to 3). The lesion on the right 
wrist measured 5 x 7 em and was covered 
by a thick brown crust. It was arcuate with 
no central involvement. The oval lesion on 
the left wrist measured 5 x 6 cm and was 
also covered by a brown crust. The plaque 
on the right index finger measured 1 cm in 
diameter. 

Results of laboratory tests were normal, 
with the exception of an elevated white 
blood cell (WBC) count (12,300/cu mm) 
with 8476 neutrophils and a sedimentation 
rate of 51 mm/hr. The serum bromide level 
was reported to be normal, and the serum 
iodide level was not determined. 

Chest x-ray film revealed right hilar and 
apical masses and lytic lesions of the right 
seventh and eighth ribs posteriorly. A skin 
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Fig 5.—Biopsy specimen of pseudovesicular border noted clini- 
cally, demonstrating changes in epidermis (hematoxylin-eosin, 
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biopsy specimen of the lesion on the right 
wrist revealed an epidermis that was in- 
tact centrally but with focal areas of in- 
traepidermal  vesiculation peripherally, 
coinciding with the pseudovesicular bor- 
der, which was seen clinically (Fig 5). The 
main pathologic findings involved the der- 
mis, which displayed a dense infiltrate of 
neutrophils separating the collagen bun- 
dles (Fig 5 and 6). There was a slight peri- 
vascular and periappendageal accentua- 
tion of the infiltrate and obvious nuclear 
dust, but no actual vessel wall damage was 
detected. The infiltrate extended to subcu- 
taneous fat, and in some areas there was 
transmigration of the neutrophils into the 
epidermis. Specific stains for bacteria, 
fungi, and acid-fast organisms were nega- 
tive, as were cultures from biopsy speci- 
mens. 

Biopsy specimens of the mass on the 
back and of a lytic bone lesion under the 
mass revealed metastatic adenocarcinoma, 
but subsequent x-ray films and other diag- 
nostic tests of the intestinal tract, gall- 
bladder, pancreas, and lungs revealed no 
primary source. The patient’s hospitaliza- 
tion was uneventful, and the skin lesions 
cleared without treatment during a period 
of 1% to 2 weeks (Fig 4). The total duration 
of the plaques was approximately six 
weeks. The patient began receiving ther- 
apy with parenterally administered fluo- 
rouracil for the adenocarcinoma, and was 
discharged after a 21-day hospital stay. 
Telephone conversation eight weeks after 
discharge indicated that there was no evi- 
dence of recurrence of the skin lesions. 
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Fig 6.—Perivascular accumulation of polymorphonucleer leu- 
kocytes with leukocytoclasis (hematoxylin-eosin, original magni- 
fication x 680). 


COMMENT 


Acute febrile neutrophilic derma- 
tosis has such characteristic histologic 
features, clinical appearance, and 
course that the syndrome may be rec- 
ognized easily. Once seen, the combi- 
nation of findings is not likely to be 
forgotten.?*° Although as originally 
noted by Sweet, the eruption resem- 
bles erythema multiforme in some 
respects, the total clinicopathologic 
picture seems to be distinct.’ Most 
authors have called attention to the 
acute nature of the syndrome. The 
patients often appear dramatically 
ill; in fact, half of Sweet’s original pa- 
tients had been admitted to medical 
wards for the acutely ill. Mild fever, 
although not invariable, is highly 
characteristic. Elevation of the pe- 
ripheral WBC count in the range of 
10,000 to 18,000/cu mm is usual, with 
80% to 85% polymorphonuclear leuko- 
cytes. The clinical appearance is strik- 
ing. The forearms, face, and neck are 
the most commonly affected sites and 
the distribution is usually asymmetri- 
cal. The hands, arms, and lower limbs 
are also frequently involved. Wide- 
spread lesions have been reported, 
but lesions of the trunk, except for 
the shoulders, seem to be uncommon. 
The plaques are usually annular, mod- 
erately tender, and the raised border 
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is sharply marginated. There may be 
central clearmg, resulting in an 
arcuate pattern. The surface of the 
plaques tends to be uneven and has 
been likened to a relief map of a 
mountain range or a rocky island. 

The border cf the lesions in our case 
appeared vesicular, but no significant 
fluid could be aspirated from the le- 
sions. Other authors have commented 
on this “raised, pseudo-vesicular 
border,” “semi-translucent appear- 
ance,” or "illusion of vesiculation.”? 
True vesicles er sterile pustules have 
been noted in approximately one of 
three cases, usually atop the summits 
of the reugh surface, but occasionally 
in the margin. Most plaques enlarge 
slowly, but rapid enlargement over a 
matter of days may occur, as in our 
case and in one of the cases reported 
by Sweet. This further emphasizes 
the acute nature of this syndrome. 

The duration of the lesions in 
Sweet’s original series ranged from 
six weeks to six months. The experi- 
ence of subsequent reports confirms 
these extremes. A remarkable feature 
of the syndrome is a response to sys- 
temic steroids within a few days. Un- 
treated, most cases will undergo 
spontaneous remission within six to 
eight weeks, but rapid spontaneous 
involution within two weeks may be 
seen. There has been a recurrence in 
approximately one of three of the re- 
ported cases. 

The characteristic histopathologic 
findings of a dense dermal infiltrate 
of mature polymorphonuclear leuko- 
cytes are helpful in confirming the 
diagnosis of acute febrile neutrophilic 
dermatosis and has few histological 
analogies.’ The infiltrate is initially 
perivascular, yet may become dense 
and widespread throughout the der- 
mis and occasienally into the subcutis. 
Leukocytoclasis is frequently seen, 
but vasculitis is not a feature. In most 
of the previously reported cases, the 
epidermis has been normal. In addi- 
tion to areas where the epidermis was 
normal histolegically, biopsy speci- 
mens frem thepseudovesicular border 
in our patient showed intraepidermal 
fluid accumulation. Spongiosis, exocy- 
tosis, and vesiculatien were also seen 
in one of the eases reported recently 
by Matta et al.’ 
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Undoubtedly, some past cases of 
acute febrile neutrophilic dermatosis 
have been classified as atypical 
erythema multiforme or erythema 
nodosum.*? However, the distinctive 
combination of clinical features, plus 
the characteristic histopathologic 
findings, seem to merit designation of 
acute febrile neutrophilic dermatosis 
as a separate entity. The individual 
plaques are suggestive of erythema 
elevatum diutinum and the histopath- 
ologic characteristics bear close re- 
semblance also. However, erythema 
elevatum diutinum is characterized, 
histologically, by prominent leuko- 
cytoclastic vasculitis, and the course 
of the disease is chronic. The chronic- 
ity of erythema elevatum diutinum in 
itself is definitely contrary to the na- 
ture of acute febrile neutrophilic der- 
matosis. For those patients who ini- 
tially appear septic, an infectious 
cause is usually a prime consid- 
eration. However, no reported case 
has responded to antibiotics, and the 
characteristic response to steroids 
gives little support to the idea of an 
infectious agent. Bromoderma and 
iododerma must also be considered in 
the differential diagnosis, and in the 
cases in which bromide levels have 
been determined, they have been nor- 
mal. Determination of serum iodide 
levels has not been reported in the 
majority of the previously published 
cases of Sweet syndrome. Pyoderma 
gangrenosum bears some clinieal re- 
semblance to acute febrile neutro- 
philic dermatosis, but the character- 
istic ulceration of that disorder is 
absent and there are major histo- 
pathologie differences. 

The reported cases of Sweet syn- 
drome seem to be suggestive of a hy- 
persensitivity reaction. The charac- 
teristic response to steroids would be 
consistent with this idea. The most 
common association is a preceding in- 
fectious process, usually occurring 
two or three weeks after an upper- 
respiratory tract infection. Such pre- 
ceding infection has been reported in 
the majority of cases. Ulcerative co- 
litis has been diagnosed in one pa- 
tient and trauma played a role in one 
of Sweet's patients. Our patient 
noted that his initial lesion developed 
in an area beneath his watch; he also 


recalled defnite trauma preceding 
the development of the finger lesion. 
In addition, our case is the fourth in 
which a malignant neoplasm has been 
reported. It is interesting to speculate 
regarding a possible relationship to 
tumors, but such an association can- 
not be evaluated at the present time. 
As in the case reported by Shapiro et 
al,’ no specific skin testing or lympho- 
cyte transformation studies with the 
adenocarcinoma in our patient were 
done. Since the skin lesions healed in 
the presence of metastatic disease 
without therapy, and there has been 
no evidence of recurrence up to the 
date of this publication, no associa- 
tion with tumors is applicable in our 
case. 
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Mutilating Granuloma Inguinale 


George S. Fritz, MD; Winthrope R. Hubler, Jr., MD; Ronald F. Dodson, PhD; Andrew Rudolph, MD 


e Granuloma inguinale is an uncom- 
mon infectious granulomatous disease of 
the inguinale area that can insidiously 
engulf and mutilate tissue. The reported 
case of granuloma inguinale demon- 
strated the painless progression of the 
disease to destroy most penile, scrotal, 
and inguinal tissue and also showed the 
subsequent satisfactory therapeutic re- 
sult with antibiotic treatment. Light micro- 
scopy of plastic-embedded thin-sectioned 
tissue specimens allowed clear demon- 
stration of the Donovan bodies and may 
be valuable in diagnosis. 

(Arch Dermatol 111:1464-1465, 1975) 


ranuloma inguinale (donovanosis) 
is a chronic, progressive, granu- 
lomatous, ulcerative disease of the 
skin and mucous membranes of the 
genital area. From an unremarkable 
beginning as a small papule, the 
lesions of granuloma inguinale creep 
slowly and insidiously to engulf and 
destroy large areas of inguinal skin 
often without constitutional impair- 
ment. Although granuloma inguinale 
is not commonly seen in venereal 
disease clinics today, the following 
case shows that the disease can be an 
extremely mutilating process. 


REPORT OF A CASE 


A 51-year-old man came to the admitting 
clinic at Ben Taub County Hospital in 
December 1972 with the chief complaint of 
rectal bleeding. Physical examination 
showed an extensive, well-delineated, veg- 
etating, granulomatous lesion involving 
the perirectal area and extending anteri- 
orly to include the perineum, the scrotum, 
both inguinal areas, and the suprapubic 
region (Fig 1). The most surprising feature 
was that neither the dermatologists nor 
the urologists could find any evidence of 
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the penis, and the patient had to demon- 
strate the urethral orifice. However, the 
denuded scrotum was evident. He was 
unable to give a sequence of events and 
simply related that "somebody played a 
mean trick on me." Relatives described the 
beginning of the lesion two years prior to 
admission. We believed that the penis was 
gradually engulfed by the disease process. 
The anal opening was involved, but the 
lesion did not extend into the anal canal or 
rectum, and the bleeding was the result of 
trauma to the friable granulomatous 
tissue. 

The patient had been adequately treated 
for latent syphilis four years prior to 
presentation and had remained serofast on 
follow-up examinations. The VDRL test 
for syphilis was weakly reactive and the 
fluorescent treponemal antibody absorp- 
tion test was positive. Dark-field examina- 
tions of serum and tissue from smears of 
the perineal lesion were negative. Com- 
plete blood cell count disclosed a leukocy- 
tosis of 9,500 cu mm, with a normal differ- 
ential cell count. The following values were 
within normal limits: blood urea nitrogen, 
serum glutamic oxaloacetic transaminase, 
alkaline phosphatase, serum electrolytes, 
and serum glucose. Urinalysis and chest 
and pelvic x-ray films were also normal. 

Histologic sections of the border of the 
lesion showed epidermal pseudocarcinoma- 
tous hyperplasia overlying acute and 
chronic dermal inflammation characterized 
by a polymorphic infiltrate with numerous 
plasma cells and microabcesses containing 
polymorphonuclear leukocytes. Multiple 
biopsy specimens failed to demonstrate 
squamous cell carcinoma. After diligent 
searching, Warthin-Starry stain showed 
Donovan bodies grouped within the cyto- 
plasm of histiocytes. However, plastic- 
embedded thin sections lp» stained by the 
polychrome stain method of Ghidoni et al' 
for light microscopic examination readily 
disclosed multiple Donovan bodies within 
the cytoplasm of histiocytes (Fig 2). Elec- 
tron microscopic findings of the tissue 
from this patient have been previously 
reported.” 

The patient was treated with oral doses 
of tetracycline (500 mg four times a day for 
three weeks), and the granulomatous 
erosions all healed with a smooth scar 
within six to eight weeks. At six months 


after treatment, it was apparent by palpa- 
tion that he actually did have a portion of 
his penis remaining (Fig 3) Apparently 
the penis was so involved and buried in the 
initial granulating mass that it simply 
could not be found. The patient declined 
surgical revision of the scar tissue. 


COMMENT 


The initial lesion of granuloma 
inguinale is presumably a: the site of 
introduction of the organism—usually 
on the genitalia, the perianal area, or 
the cervix—but has been fourd at 
extragenital sites. The incubation pe- 
riod is not known but estimates range 
from eight days to 12 weeks. The early 
lesion typically begins insideously as a 
papule that evolves into a rough ulcer- 
ated lesion with a velvety, beefy-red, 
granular base surrounded by a raised, 
sharply defined rolled border. The 
uncomplicated lesion is usually pain- 
less? accounting for the frequent 
delay of the patient to seek medical 
advice. However, if secondary infec- 
tion supervenes, the plaque can be 
converted into a painful exucative 
ulceration. A chronic cicitricial form 
of granuloma inguinale may occur. 

Not uncommonly, inguinal subcuta- 
neous granulomas (pseudobtboes) 
occur that may resemble the lymphad- 
enopathy associated with lympho- 
granuloma venereum or metastatic 
squamous cell carcinoma. 

In late stages of granuloma ingui- 
nale, direct extension to the bladder 
and rectum may occur, and lymphatic 
vessels may become obstructed, re- 
sulting in elephantiasis of the geni- 
talia. Rare cases have been reporzed of 
hematogenous dissemination with re- 
sultant systemic lesions; Squamous 
cell carcinoma has been reported to 
arise within lesions of granuloma 
inguinale.* 

Calymmatobacterium granulomatis 
(Donovania granulomatis) is a Gram- 
negative intracellular parasite seen in 
tissue as rod-shaped, encapsulated 
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Fig 1.—Extensive uleeration of inguinal 
area with enguifment and apparent de- 
struction of penis by granuloma ingui- 
nale. 


inclusions (Donovar bodies) in large 
monocytes. Culture of this elusive 
organism is inconsstently achieved 
only on embryonicchick yolk-sac or on 
enriched media, bat transferral to 
animals and man from bacterial 
cultures or tissue cultures does not 
produce a clinical lesion. The disease 
can only bereprodueed by introducing 
the infected human tissue directly 
from the granuloma inguinale lesion 
to an unaffected auman. Although 
Koch’s postulates have not been 
fulfilled for the causative agent, 
Calymmatobacterium granulomatis is 
so strongly implicated that, either 
alone or with other factors, it is es- 
tablished as the causative agent. 

The elinical diagnosis of granuloma 
inguinale is usualy confirmed by 
demonstration of Ponovan bodies in 
tissue smears prepared with Wright- 
Geimsa or Wartkin-Starry stains. 
Donovan bodies are often difficult to 
find in formalin-fixed, hematoxylin- 
eosin-stained histobgic material, but 
plastiecembedded — thin-sections al- 
lowed easy recogn tion of the orga- 
nism in this case. The use of such 
plastic-embedded sections may be of 
diagnostic value in early lesions of 
granuloma inguinzle or in cases of 
massive secondary infection where 
there is great difficalty in finding the 
organism. | 

Although cranubma inguinale is 
listed as a venereal disease, the 
mechanism of infeetivity is debated. 
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Fig 2.—Epoxy-enbedded semithin-sec- 
tioned biopsy tissue from granuloma ingui- 
nale clearly demonstrates intracytoplas- 
mic Donovan bodies when examined by 
light microscopy (Ghidoni polychrome 
stain, original magnification X 450). 


In an extensive study of the problem, 
Goldberg”: suggested that the Dono- 
van organism normally resides in the 
intestine where it apparently causes 
no abnormal changes until conditions 
are appropriate and the bacterium is 
inoculated into the skin, when clinical 
lesions result. He and Packer believe 
that introduction could occur by auto- 
inoculation, heterosexual activity, or 
anal intercourse.’ With electron mi- 
croscopy, Davis" has demonstrated 
bacteriophage-like particles in Dono- 
van bodies, and the postulate that 
normal intestinal bacterial flora are 
transformed by a bacteriophage into 
pathogenic organisms is attractive. 
Other epidemiologic reports" cast 
doubt on the importance of anal inter- 
course in donovanosis. 

The treatment of choice for granu- 
loma inguinale is tetracycline in a 
dose of 500 mg four times daily until 
all lesions are healed. Recalcitrant 
lesions may require alternate courses 
of multiple antibioties, such as strep- 
tomycin sulfate, erythromycin, chlor- 
amphenicol, or methicillin sodium." 
Treatment must be continued until all 
lesions are resolved with the exception 
of pseudobuboes, which may require 
surgical excision, and the patient 
should be followed up carefully for the 
possibility of relapse and the develop- 
ment of carcinoma in the previously 
involved areas. 

This case is exceptional because it 
shows the extreme mutilation that can 
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Fig 3.—Granuloma inguinale three 
months after treatment with tetracycline 
demonstrating smooth hypopigmented 
scar formation and presence of residual 
penis. 


occur in granuloma inguinale and the 
remarkable final result achieved with 
antibiotic therapy. 


Color reproductions were furnished by West- 
wood Pharmaceuticals, Inc., Buffalo. 
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Cutaneous Manifestations 


of Lightning Injury 


Charles W. Bartholome, MD; W. David Jacoby, MD; Subash C. Ramchand, MD 


® This report calls attention to a bizarre, 
almost pathognomonic, cutaneous fea- 
ture of lightning injury. It has been vari- 
ously described as “lightning prints," “ar- 
borescent” burns, or “feathering,” and 
has long been neglected in the dermato- 
logic literature. Its recognition may be 
lifesaving in the unaccompanied coma- 
tose patient and is important because 
even delayed resuscitation of lightning 
victims can be very successful. 

(Arch Dermatol 111:1466-1468, 1975) 


Q” a cloudy spring afternoon, seven 
people in variable levels of 
consciousness were brought to a local 
community hospital where one of us 
was on duty in the emergency room as 
an intern (CWB). The group had 
gathered together on a hilltop over- 
looking a motorcycle course to avoid a 
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hailstorm, and apparently had been 
struck by lightning. There were spec- 
tator accounts of flashes of light and 
loud claps of thunder. The patients 
showed various degrees of neurologi- 
cal, cardiovascular, and skin involve- 
ment, but common to all was a bizarre, 
superficial erythema that has been 
described in the literature as “fea- 
thering,” “lightning prints,” or “ar- 
borescent” burns. This almost pathog- 
nomonic injury has been long neglect- 
ed in the dermatologic literature, and 
there are few references to it in stan- 
dard textbooks.'* Our report calls 
attention to this distinctive manifes- 
tation of lightning injury, the recogni- 
tion of which may be lifesaving in the 
unaccompanied comatose patient. 


REPORT OF A CASE 


The most severely affected individual 
was a 25-year-old woman who was knocked 
unconscious by the lightning. She regained 
consciousness in the ambulance, and on 
arrival at the emergency room, she 
complained of paresthesia and weakness in 
both legs. 

Physieal examination showed a well- 
developed, well-nourished woman in mild 


distress, with a blood pressure of 130/80 
mm Hg and a pulse rate of 104/min. There 
was paralysis on the left side of the face 
and Horner syndrome. The cornea of the 
left eye was granular in appearance, with a 
substantial decrease of vision in that eye. 
There was a l-cm, charred, third-degree 
burn below her left eye. The left external 
auditory canal was erythematous, and a 
small 1-mm second-degree burn was pres- 
ent on the superior portion of the canal. 
The tympanic membrane was not visible 
due to charred material. Hearing was 
intact. Examination of the skin of the 
upper trunk, neck, and upper arm showed 
numerous erythematous macules in a 
feather-like pattern (Fig 1). These macules 
did not blanch with diascopy and fadad in 
several hours, completely resolving in 24 to 
48 hours without residual skin changes. 
Second-degree burns were present in the 
pubic area corresponding to the location of 
the zipper in her blue jeans. Examination 
of the chest, heart, and abdomen was 
within normal limits. The patient was 
admitted for observation. Electrocardio- 
gram and initial laboratory results were 
normal with the exception of a white blood 
cell count of 18,900/cu mm with 6% band 
cells, 72% segmented forms, and 2% 
lymphocytes. Twenty-four hours after ad- 
mission, there was a mild elevation o? the 
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serum glutamic oxaloaeetic transaminase 
(SGOT) and creatine phosphokinase (CPK) 
levels. All laboratory tests reverted to 
normal within 48 hours. 

The other affected individuals were less 
critically injured, but all displayed the 
bizarre pattern cf erythema about the neck 
and upper trunk as illustrated (Fig 2 and 
3). 


COMMENT 


Lightning is a seeondary phenom- 
enon due to abnormal weather condi- 
tions associated with thunderstorms. 
It is visible evidence of the discharge 
of electricity under extremely high 
tension, usualy from a low-lying 
thundercloud. When moist, warm air 
rises from the earth's surface and 
moisture in the form»of water droplets 
condenses on reaching cooler air, it 
forms a eumulonimbus cloud or thun- 
dercloud. Updrafts draw moisture 
from the earth's surface, and ice 
droplets form rapidly at the top and 
bottom layers of the cloud. These ice 
droplets collide with each other, gen- 
erating static electric energy. This 
electrical energy forms a positive 
charge on top of the-cloud; the bottom 
layer becomes negatively charged. On 
earth, a similar energy field forms 
beneath the thundercloud and takes 
on a positive eharge. As the overhead 
electrical energy increases, a point is 
reached when the cloud must dis- 
charge its high electrical foree. The air 
between cloud and earth is joined by 
these millions of tiny, charged ions 
until the air is greatly heated and 
expands. Coeling quickly, the air 
rushes back into this heated void with 
a resulting thanderelap. The lightning 
bolt equalizes the potential difference 
between the thundercloud and the 
ground by conducting the cloud 
charges toward earth. This charge is 
released on contact with the ground, a 
metal object, or an object imbedded in 
the earth, suca as a tree. The lightning 
bolt current contains between 12,000 
to 200000 amp and 1 billion volts 
along a path more than 1.6 km long 
and 5.5 to 6.1 meters in diameter. The 
duration inveived i in travel from cloud 
to earth is fram 0.001 to 0.0001 second. 
When the bolt reaches the earth, 
secondary flashes occur and may 
strike objects within a radius of 30.5 
meters.** 
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Fig 1.—Characteristic “feathering” pat- 
tern of lightning injury involving neck, 
upper trunk, and arm. 





Fig 2.—Dramatic "'fern-like" pattern as 
sole manifestation of lightning injury. 


Fig 3.—Typical extensive “feathering,” 
virtually pathognomonic of lightning in- 
jury. 





There are between 150 zo 300 deaths 
per year in the United States due to 
lightning. In lightning injuries, a 
person may receive a direct hit but 
more frequently is rendered uncon- 
scious from a “splash.” Although 
recovery is the rule, “splash” can be 
fatal; furthermore, a direct hit is not 
necessarily fatal.’ A "splash" occurs 
when a tree is struck by lightning and 
the lightning jumps to the person 
beneath, or when a person is hurled 
violently away from the object struck. 
Shock is instantaneous, with the indi- 
vidual being rendered unconscious. On 
recovering consciousness, the affected 
person may remember the flash of 
lightning but not the thunder. Vaso- 
motor spasm may occur, and frequent- 
ly the person is unable to speak and, 
subsequently, may have retrograde 
amnesia. There have been several 
articles dealing with the cardiovascu- 
lar, neurological, and sensory changes 
secondary to lightning injury.*°*”° 
Electrocardiographic changes to the 
extent of myocardial infarction have 
been reported.** A bizarre case of 
erythremia di Guglielmo, resulting in 
acute monocytic leukemia, has also 
been attributed to lightning." A 
recent report refers to myoglobinuria 
that may result in acute tubular 
necrosis and renal failure.? Common 
neurological symptoms of lightning 
are retrograde amnesia, paralysis, and 
paresthesia of the extremities. Head- 
aches, concussions, and electroenceph- 
alographie changes have also been 
documented.*? Damage to the various 
sensory systems includes deafness, 
cataracts, and uveitis.’ 

Several reports in the medical liter- 
ature deal with various skin changes 
secondary to lightning.***'* These 
manifestations of lightning injury 
have been described as consisting of 
patchy, white mottling probably sec- 
ondary to vasoconstriction, erythema 
and blistering, punctate, full-thick- 
ness skin loss, and linear charring and 
contact burns from metal.* An almost 
pathognomic cutaneous feature has 
been variously labeled as “feather- 
ing,” “flash,” and “lightning prints.” 
This feature comprises linear, fern- 
like, superficial skin markings that 
are transient, usually disappearing in 
several days. However, in our review 
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of the dermatologic literature, we 
have not encountered any documenta- 
tion of this distinctive cutaneous find- 
ing. Since this feature was present in 
all seven patients and is described in 
other accounts, it may be assumed to 
be a common manifestation of light- 
ning injury. In our cases, this "fea- 
thering" consisted of erythematous 
streaks that did not blanch on dias- 
copy. The erythema began to fade in 
four to six hours, and had resolved 
completely in 24 hours with no resi- 
dual skin changes. The seven patients 
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reported were probably struck by 
“splash” rather than direct hit light- 
ning. A similar pattern of branch-like 
markings due to static electrical 
discharge is frequently seen on sheet 
film negatives and radiographic 
plates. It is therefore possible that the 
bizarre cutaneous manifestation of 
“feathering” could be secondary to the 
transmission of static electricity along 
the superficial vasculature. This bi- 
zarre skin eruption is thought to be 
pathognomonic for contact with 
lightning. Its recognition may be life- 
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saving in the unaccompanied coma- 
tose patient with a potentially fatal 
outcome. It is further important 
because even delayed resuscitation of 
lightning victims can be very success- 
ful.*'* We postulate that this delayed 
recovery is due to the fact that 
lightning causes an instantaneous 
cessation of all metabolie processes 
and this may delay the degenerative 
process. 
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romazine Photoallergy 


Coexistence of Immediate and Delayed Type 


Takeshi Horio, MD 
| 
| 
eA 54-year-old woman had a recurrent 
pruritic eruption in lidht-exposed areas. 
She had a combination of three types of 
hypersensitivity to chlorpromazine, ie, 
allergic contact dermatitis, photocontact 
dermatitis, and immediate allergic photo- 
sensitivity. Immediate wheal reactions 
were found after long-wave ultraviolet 
light irradi ! at photopatch test and 
intradermal injection sites with chlorpro- 
mazine. These responses were differen- 
tiated from totoxic reactions. A posi- 
tive passive transfer reaction was also 
observed. To knowledge, chlorproma- 
zine photosensitivity of the immediate 


type has Ta previously described. 


(Arch Dermatol 111:1469-1471, 1975) 
| 
hlorpro zine causes various 
types of eruptions. Among 


them, three types of hypersensitivity 
have been noted, especially in medical 
personnel.’ They inelude the follow- 
ing: 

1. Allergie contaet dermatitis in 
which the covered patch test reaction 
is positive. — 

2. Photoallergic contact dermatitis 
in which the covered patch test reac- 
tion is negative but becomes positive 

| 
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when the patch test site is irra- 
diated. 

3. Photoallergic contact dermatitis 
in eombination with an allergie con- 
tact-type sensitization in which the 
patch test is positive with chlorproma- 
zine alone, but a stronger response is 
elicited if the patch test site is irra- 
diated. 

In the case reported here, the 
patient developed not only contact 
and photocontact reactions, but also 
allergic photosensitivity of an imme- 
diate type due to chlorpromazine. 

To my knowledge, chlorpromazine 
photoallergy of an immediate type has 
net been described previously. Fur- 
thermore, the simultaneous develop- 
ment of both immediate and delayed 
hypersensitivity to a contact allergen 
is uncommon.” 


REPORT OF A CASE 


A 54-year-old woman had a 15-year 
history of recurrent pruritic eruptions 
in light-exposed areas. Recurrences had 
arisen once or twice a year for the past few 
years. An eruption on the palms appeared 
more frequently. On occasion, urticarial 
wheals also occurred. 

At the time of the first examination, the 
eruption consisted of papules, vesicles, and 
edema of the face and hands. Urticarial 
wheals could not be recognized. 


Patch and Photopatch 
Testing 


After the eruption improved, patch and 
photopatch tests were carried out with 
0.0625% chlorpromazine, 0.5% prometha- 
zine hydrochloride, 1.5% diphenhydramine 


hydrochloride, 1% procaine hydrochloride, 
1% lidocaine (Xylocaine) in physiological 
saline solution, and 2% p-phenylendiamine 
in petrolatum. The substances to be tested 
were applied in duplicate on normal back 
skin and thoroughly protected from light to 
avoid "masked" photopatch test reac- 
tions.** 

Twenty-four hours after application, one 
row of the test sites was uncovered and 
irradiated with ultraviolet light for ten 
minutes at a distance of 15 cm. The light 
source, a black light (Toshiba FL20SBLB) 
emitting rays between 300 to 420 nm 
(mainly long-wave ultraviolet light peak- 
ing at 360 nm), was used, and four lamps 
were housed in a reflector unit. The energy 
output of the light source was 4.8 milli- 
watts/sq cm at a target distance of 15 em. 
The patient was hospitalizec and instruct- 
ed not to expose herself to direct natural 
sunlight during the period of investiga- 
tion. 

Immediately after ultraviolet light expo- 
sure, a large wheal developed at the photo- 
patch test site with 0.0625% chlorproma- 
zine in physiological saline solution, and all 
of the exposed area revealed a slightly 
edematous erythema (Fig 1). The peak 
reaction was reached in about two hours. 
Although the urticarial wheal subsided 
within 24 hours after irradiation, closed 
patch and photopatch testing with chlor- 
promazine produced a papulovesicular ec- 
zematous reaction at the sites (Fig 2). The 
photopatch test reaction was much strong- 
er than the patch test reaction. Simulta- 
neously, distant flares occurred at the 
previously involved sites, the face and 
hands. 

Histologically, perivascular collections of 
lymphocytes and epidermal spongiosis 
were found at the positive photopateh test 
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Fig 1.—Immediate wheal reaction after 
long-wave ultraviolet light irradiation at 
photopatch test site with chlorpromazine. 


site that had been removed for biopsy 24 
hours after irradiation. Sunburn cells were 
not observed. 

The results of the patch and photopatch 
tests with materials other than chlorpro- 
mazine were all negative. The tests with 
chlorpromazine were repeated three times, 
and identical results were obtained. 

The skin that had no chemical applied 
was irradiated by black light for 20 
minutes at a distance of 15 cm. Neither 
immediate nor delayed reactions developed 
at the site. 

No abnormal reactions occurred to 
ultraviolet light shorter than 320 nm 
(Toshiba FL20E sun lamp), ie, the minimal 
erythemal dose and repeated phototest 
were normal. 


Intradermal Injection 


A volume of 0.02 ml of 0.125% chlorpro- 
mazine in physiological saline solution was 
injected intradermally at two sites of the 
patient’s back. One of the injected sites 
was exposed to black light for ten minutes 
at a distance of 15 em. Immediately after 
the irradiation, a wheal measuring about 5 
em in diameter developed at the site of 
injection, while no response was observed 
at the nonirradiated site (Fig 3). The reac- 
tion consisted of firm edema surrounded 
by an erythematous halo and remained 
near peak until two hours after irradiation. 
The wheal had subsided by six hours. 


Normal Response 
to Chlorpromazine 


Photopatch tests were carried out in 
three normal subjects with 0.0625% and 
0.625% chlorpromazine in physiological sa- 
line solution. In this experiment, test sites 
were exposed to black light for 20 minutes 
at a distance of 15 em. Immediate wheal 
formation was not observed in any of the 
subjects. Six hours after irradiation, an 
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concentrations of chlorpromazine (24 
hours after irradiation). 


erythematous reaction developed at the 
sites where 0.625% chlorpromazine had 
been applied. The erythema persisted for 
four to five days. No subjects reacted to 
0.0625% chlorpromazine. 

One-tenth milliliter of 0.125% chlorpro- 
mazine was injected intradermally in the 
backs of three normal subjects. Immediate- 
ly afterward, injection sites were irra- 
diated by black light for 20 minutes at a 
distance of 15 cm. Immediate wheal forma- 
tion was not observed. 


Passive Transfer Test 


One-tenth milliliter of the serum ob- 
tained from the patient was injected 
intradermally into the backs of two normal 
subjects. Twenty-four hours later, the sites 
were injected with 0.02 ml of 0.15% chlor- 
promazine and immediately exposed to 
black light for 15 minutes at a distance of 
10 em. The controls included (1) the 
patient's serum and chlorpromazine inject- 
ed but not irradiated; (2) the patient's 
serum injected and irradiated, but chlor- 
promazine not injected; (3) chlorpromazine 
injected and irradiated, but the patient's 
serum not injected; and (4) a normal 
person's serum and chlorpromazine inject- 
ed and irradiated. 

Immediately after irradiation, an urti- 
carial wheal appeared at the irradiated site 
that had been injected with the patient's 
serum and chlorpromazine. No reactions 
were observed at any other site. Both 
recipients developed a similar response. 


COMMENT 


Chlorpromazine is one of the most 
potent of the photosensitizing medica- 
tions. There is excellent documenta- 
tion of phototoxie and delayed pho- 
toallergic hypersensitivity. To my 
knowledge, however, immediate aller- 
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Fig 3.—Urticarial wheal formation imme- 
diately after irradiation at injectior site 
with chlorpromazine. 
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gic photosensitivity due to chlorpro- 
mazine has never been reported. 

My patient showed evidence of 
chlorpromazine photoallergy of both 
delayed and immediate types that 
were verified by the repeated photo- 
patch test, intradermal injection, and 
passive transfer techniques. Photoal- 
lergie contact dermatitis of delayed 
type was easily identified by the 
morphological and ‘histological ‘ind- 
ings of a positive photopatch test and 
a distant flare. On the other hand, the 
immediate wheal formation after the 
ultraviolet light exposure of chlorpro- 
mazine injection sites must be differ- 
entiated from a phototoxic reaction, 
since intradermally injected chlorpro- 
mazine in adequate concentration can 
develop an urticarial wheal when irra- 
diated by enough light energy.’ How- 
ever, the ultraviolet energy and the 
concentration of chlorpromazine used 
in the present study was not suffi- 
cient to produce a phototoxic wheal in 
normal control subjects. The presence 
of the patient's serum with chlorpro- 
mazine was necessary for the develop- 
ment of the urticarial wheal in normal 
controls. Furthermore, this patient 
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developed a definite wheal at the 
photopatch test site immediately af- 
ter ultraviolet light exposure. The 
phototoxic reaction at photopatch test 
sites in the controls was not such a 
wheal, but was seen as an erythema- 
tous area that appeared more slowly. 
Consequently, this patient had a 
combination of three types of hyper- 
sensitivity to chlorpromazine, ie, aller- 
gic contact dermatitis, photocontact 
dermatitis, immediate photoal- 
lergic sensitivity. 

The wheal in this study persisted 
several hours after irradiation. This 
response does not resemble ordinary 
solar urticaria, which usually disap- 
pears within 30 minutes to one hour. 
However, the possibility is not exclud- 
ed that the patient could develop a 
typical clinical picture of solar urti- 
caria when chlorpromazine is given 
systemically rather than by topical 
application. Unfortunately, an at- 
tempt to study this phenomenon was 
rejected by the patient. From these 
findings, it is impossible to conclude 
whether or not this ease is a type of 
solar urticaria. At least this case does 
not belong to any type of solar urti- 
caria that was classified by Harber et 
al.’ They suggested that some types of 
solar urticaria are allergic in nature. 
Several authors have reported investi- 
gations about the nature of the anti- 
body, ® and recent studies by Sams 
have suggested that the passive trans- 
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fer factor is possibly IgE.'^'"' On the 
other hand, the reports on the antigen 
for solar urticaria are limited. Positive 
passive and reverse passive transfer 
studies indicate that the antigen is 
produced in normal skin by ultraviolet 
energy in those cases where this has 
been accomplished. No further iden- 
tification of the antigen has been 
established, and an exogenous antigen 
has not been described in the litera- 
ture. 

At the dermatological meeting 
where this case was presented, Mizuno 
and Ohno reported a case of solar 
urticaria caused by triclocarban (tri- 
chlorocarbanilide) and  cloflucarban 
(4,4’-dichloro-3-[trifluoromethy]] car- 
banilide). Their patient did not show a 
photocontact dermatitis of delayed 
type to these halogenated salicylanil- 
ides. 

In 1971, Masuda et al" found an 
immediate erythematous wheal reac- 
tion after long-wave ultraviolet light 
exposure at photopatch test sites with 
bithionol in two of the 44 patients who 
were photocontact-sensitive to bi- 
thionol. Positive passive transfer reac- 
tion was also accomplished in both 
patients. These patients, however, did 
not reveal solar urticaria clinically. 

In conclusion, I would like to stress 
that a patient with urticarial reactions 
to light and ultraviolet energy should 
be examined for possible sensitivity to 
exogenous photosensitizers. 
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Nonproprietary Names 
and Trademarks of Drugs 


Chlorpromazine— Thorazine, 
Cromedazine. 

Cloflucarban—/rgasan CF3. 

Triclocarban- TCC, Tackle Medicated 
Soap, Jergens Deodorant Soap, Dial 
Soap, Creed Bar Soap. 


Chlor-PZ, 
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Prurigo Nodularis 


Histological and Electron Microscopical Study 


Eleasar J. Feuerman, MD, Miriam Sandbank, MD 


* We describe a typical case of prurigo 
nodularis, of 15 years' duration, in a 
middle-aged woman. Histological and 
electron microscopical examination of 
the skin lesions revealed distinct changes 
in the nerve tissue. There were groups of 
thickened nerve fibers that formed nod- 
ules with numerous Schwann cells. Some 
of the nerve bundles extended to the der- 
moepidermal junction. Electron micros- 
copy showed very obvious lesions in the 
Schwann cells and axons. In the Schwann 
cells there was a lucent cytoplasm with 
few mitochondria, an absence of endo- 
plasmic reticulum and a few irregular, 
membrane-bound vacuoles. While the 
mesaxons all appeared normal, the axons 
varied greatly in diameter; the small ones 
appeared normal and contained neurofi- 
brils and neurotubules, whereas the large 
ones were empty. Every Schwann cell en- 
circled a large number of axons. It may be 
assumed that the axon swelling is a non- 
specific reaction to injury. 

(Arch Dermatol 111:1472-1477, 1975) 


rurigo nodularis is a rare, but 
clinieally and histopathologically 
well-defined disease. The clinical 
manifestation consists of flat nod- 
ules, 5 to 12 mm in diameter, often 
with a verrucous surface. They are 
usually dispersed over the skin of the 
extensor sites of the lower extremi- 
ties, but they may also occur on the up- 
per extremities and at other sites. The 
cause of the disease is unknown. It oc- 
curs chiefly in middle-aged women 
and has a very prolonged, chronic 
course. Emotional stress has been im- 
plicated as a factor, but this is diffi- 
cult to prove. It is usually considered 
to be an atypical nodular form of 
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neurodermatitis circumscripta (lichen 
chronicus simplex), but its similarity 
to the hypertrophic form of lichen 
planus has also been noted. The ex- 
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Fig 1.—Typical prurigo nodularis lesions 

on legs: round, pea-sized, slightly hyper- 

pigmented nodules with flat, rough sur- 
face covered by thin scale. 


Fig 2.—Identical lesions on dorsal area 
of hands. 








tremely severe, usually intractable 
itching long ago raised the possibility 
of changes in the nerve tissue, a sup- 
position confirmed by the histopath- 
ologie studies carried out by Pau- 
trier' and subsequently by others.” 
We observed a typical case of se- 
vere prurigo nodularis and we pre- 
sent a histological and electron micro- 





acanthosis, long, irregular rete ridges; 
dermis is infiltrated with histiocytes, mono- 
cytes and lymphocytes; middle dermis 
contains groups of thickened nerve fibers 
(arrows) (hematoxylin-eosin, original mag- 
nification x 20). 


Fig 4.—Thickened nerve bundles, en- 
circled by cellular infiltration composed of 
lymphocytes, monocytes, and histiocytes 
(hematoxylin-eosin, original magnification 
X 128). 
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Fig 6. 


—Thickened nerve bundles encircled by abundant collagen. A few axons appear normal (short arrow), others are dilated 
and a 


ppear empty (long arrow). Schwann cell cytoplasm appears empty and vacuolated (original magnification x 9,000). 
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Fig 7.—Schwann cells with irregular empty vacuoles (long arrow) and absence of vacu- 
eles. Axons and mesaxons appear normal (short arrow) (original magnification x 14,000). 
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Fig 8.—Two Schwann cells encircled by abundant colla 


(short arrow) and dilated 
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scopical study that investigates the 
neuropathologic changes present in 
this disease. 


REPO 


In 1961, a ear-old woman was first 
hospitalized because of clinical character- 
istics typical of prurigo nodularis. Six 
years previous te admission she had devel- 
oped severe pruritus of the legs, but with- 
out any skin lesions. Two years prior to 
this admission, a few nodular lesions had 
appeared on her legs and the itching con- 


Í 


centrated at D sites. These nodules 


OF A CASE 


gradually grew in number and after some 
time also appeared on the forearms. Puru- 
lent lesions developed occasionally, appar- 
ently due to secondary infection caused by 
scratching. 

On examination, the patient was in good 
condition, with the only pathologic finding 
being the skin lesions. There was a large 
number of rourd, pea-sized nodules with 
a flat or verrwcous surface, sometimes 
hyperpigmented and with a thin super- 
imposed scale, disseminated on the skin of 
the thighs, the legs, the dorsal areas of the 
feet, and the forearms (Fig 1). There were 
multiple excoriations due to scratching, 
with secondary infection (folliculitis and 
small furuncles) in some areas. The diag- 
nosis was confirmed by histopathologic ex- 
amination. Results of all the other labora- 
tory examinations were normal. 

During the following years the patient 
was hospitalized twice, most recently in 
1974. Each time, a further spread of the 
disease was noted, with the typical lesions 
evident en the arms and dorsal areas of the 
hands (Fig 2), as well as on the skin of 
trunk, though in much smaller numbers. 
Local and systemic antipruritic agents 
brought only & slight alleviation of the 
itching, with ne clinical improvement and 
a continued spread of the lesions. A few le- 
sions, formerly removed by dermabrasion, 
recurred at the same sites some time later. 
Intralesional injections of triamcinolone 
acetonide resulted in a local improvement, 
but this too was followed by relapse. 

During the hospitalization in 1974, a 
fresh, nontreated nodule was removed and 
examined by light and electron micros- 


copy. 
| 
| 


| 
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METHODS 
Histological Examination 


In the epidermis, extensive hyper- 
keratosis and acanthosis with long, 
thickened, irregular rete ridges were 
seen. In the dermis, there were areas 
of dense cellular infiltration extend- 
ing to the epidermis, composed 
mainly of mononuclear cells, his- 
tiocytes and lymphocytes, with a few 
plasma cells and fibroblasts (Fig 3). 
In the middle dermis there were 
groups of thickened nerve fibers, 
some of which formed nodules with 
numerous Schwann cells. In addition 
to the nodules, the nerve bundles 
were seen traversing the specimen in 
various directions, with a few extend- 
ing to the dermoepidermal junction 
(Fig 4). The blood vessels and skin ad- 
nexa showed no abnormalities. 


Electron Microscopical Examination 


The tissue was fixed in 2% phos- 
phate-buffered glutaraldehyde and 
postfixed in 1% osmium tetroxide. The 
blocks were embedded in epoxy resin, 
and ultrathin sections were stained in 
uranyl acetate and lead citrate. 

The infiltration of the dermis was 
composed of lymphocytes and histio- 
cytes with mild phagocytic activity 
(Fig 5). Bundles of nerve fibers were 
seen encircled and separated by abun- 
dant collagen fibers (Fig 6). Both 
Schwann cells and axons showed 
multiple abnormalities. In many 
Schwann cells there was a lucent 
cytoplasm with few mitochondria, no 
endoplasmic reticulum and a few ir- 
regular, membrane-bound vacuoles 
(Fig 7); the mesaxons appeared nor- 
mal. The axons varied greatly in 
diameter. There were both large, 
empty axons and small, normal-ap- 
pearing axons containing neurofibrils 
and neurotubules (Fig 8). The en- 
larged axons lay near the basal mem- 
brane and had short, enlarged mes- 
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axons. Every Schwann cell encircled 
approximately ten axons. 


COMMENT 


The neurohistologic lesions in pru- 
rigo nodularis have been studied by a 
number of authors, with three main 
findings deseribed: (1) hyperplasia of 
nerve fibers (2) Schwann cell prolifer- 
ation, and (3) neuroma-schwannoma 
formation.2 Cowan, using a special 
technique (improved silver impregna- 
tion) also found degenerated fibers. 
Our electron microscopic study con- 
firms some of these findings, includ- 
ing the abundance of Schwann cells 
and axons. The aggregation of empty 
Schwann cell tubes with the forma- 
tion of small neuroma-schwannomas, 
however, was not seen. Findings sim- 
ilar to these have been reported by 
Hagen and Werner as being present 
following irradiation; their electron 
photomicrographs resemble our own." 
It is therefore possible that the axon 
swelling is a nonspecific reaction to 
injury. Bátge's suggestion that the 
neuronal lesions represent a post- 
inflammatory reaction,‘ and Thies’s 
suggestion that they result from in- 
jury to nerves caused by severe, 
chronic scratching? must also be con- 
sidered. 
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Umbilical Metastasis From 


Carcinoma of the Stomach 


Sister Joseph’s Nodule 


Morris H. Samitz, MD 


* A patient had umbilical metastasis 
from a carcinoma of the stomach. The 
umbilical lesion (Sister Joseph’s nodule) 
is a characteristic sign of metastatic 
tumor, and the diagnosis was confirmed 
by biopsy. The cutaneous metastasis was 
associated with visceral metastases. 

(Arch Dermatol 111:1478-1479, 1975) 


M esses from carcinoma of the 

stomach may produce cuta- 
neous and subcutaneous nodules: The 
most common type is localized deep in 
the subcutis, shows relatively little 
tendency to ulcerate, and is seen most 
frequently on the trunk, particularly 
in the umbilical area.‘ The lesion 
appearing in the umbilicus, often 
called Sister Joseph's nodule,’ can be 
considered a skin marker of a metas- 
tasizing gastric adenocarcinoma. Di- 
agnosis is readily confirmed by biop- 
Sy. Apparently this entity has not 
been described in dermatological liter- 
ature. According to Flynn and Spur- 
rett? Sir Hamilton Bailey suggested 
caling a metastatie nodule of the 
umbilieus after Sister Joseph, who 
was Superintendent of St. Mary's 
Hospital in the early days of the Mayo 
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Clinie. It was she who first drew the 
attention of William Mayo to this sign 
of abdominal malignant disease. 

Sister Joseph's nodule may be the 
earliest sign or only physical finding 
of the tumor from which it originates. 
In other instances, the umbilical lesion 
may be a late finding associated with 
metastases at other sites. This course 
of events is documented in the follow- 
ing case report. 


REPORT OF A CASE 


A 65-year-old woman was admitted to 
the Graduate Hospital of the University of 
Pennsylvania for treatment of severe 
nausea, vomiting, and diarrhea that oc- 
curred episodically for about four to five 
months. Roentgenologic examination of 
the stomach and duodenum prior to her 
admission showed a suspected antral 
lesion. 

Physical examination revealed a well- 
developed, well-nourished, slender 65-year- 
old woman who was alert and cooperative. 
There were no palpable lymph nodes. The 
abdomen was soft, scyphoid, and nonten- 
der. There was no organomegaly. The 
rectum and sigmoidoscopic examination 
for 6 inches showed normal mucosa with no 
evidence of polyps, masses, or lesions. 
Laboratory studies were normal. 

The patient underwent an exploratory 
laparotomy. A subtotal gastrectomy and a 
gastrojejunostomy (anticolic) were per- 
formed. Metastatic disease to the regional 
lymph nodes of the stomach was also noted, 
as was a liver nodule. The pathological 
report showed sclerosing adenocarcinoma 
of the stomach with lymph node metas- 
tases. Prior to her discharge, the patient 


received a three-day course of 750 mg each 
of fluorouracil given intravenously. Fol- 
lowing her discharge from the hospital, she 
remained under the care of her gas:roen- 
terologist. She developed manifestations of 
the dumping syndrome and postgastrec- 
tomy steatorrhea, both of which were 
treated by conventional means; otherwise, 
she did relatively well. 

Ten months after surgery, the patient 
noted oozing and some thickening in the 
navel area, The lesion appeared suddenly, 
grew rapidly, and then remained station- 
ary. She was referred for a dermatological 
opinion. The umbilicus showed a firm, 
indurated nodular lesion about 2.5 em in 
diameter. The skin over the site was rough 
and fissured (Fig 1). Serosangineous exu- 
date was evident. The lesion was painless 
and nonpruritic. A cutaneous metastatic 
lesion was suspected. A biopsy o? the 
umbilical nodule was done with the patient 
under local anesthesia. The following 
microscopic description was reported by 
Margaret Gray Wood, MD: 

The surface of this specimen 
of skin is covered by a thickened, 
edematous and partially eroded 
and crusted epidermis. Through- 
out the dermis and in some areas 
continuous with the epidermis are 
masses of epithelial tumor ar- 
ranged in tubular formatior and 
simulating glandular structure. 
These structures are either lined 
by a single row of cuboidal or 
columnar epithelial cells or show 
proliferation of the lining cells 
with protrusion into the lumen of 
the tubular structures. Mitotic 
figures are found without diffi- 
culty in these areas of prolifera- 
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Fig 1—Appearance of lesion in umbilicus, a hard, nodular, 
indurated mass about 2.5 cm in diameter. Overlying skin was 


rough and fissured. 


tion. Interspersed among the lin- 
ing cells are a very few cells 
resembling “goblet cells”. These 
cells have a pale-staining cyto- 
plasm in which a small amount of 
acid mucopolysaccharide is dem- 
onstrated by the Hale’s colloid 
iron stain. 

These findings are consistent 
with the diagnosis of metastatic 
adenocarcinoma (gastric) (Fig 2). 

As a palliative measure, the patient was 
given five sit ni treatments to the umbil- 
ical metastasis, totaling 2,000 roentgens 
measured in-air, through a 6 x 6-cm portal. 
This produced a marked reduction in the 
size of the . She subsequently devel- 
oped compression cf the extrahepatic 
biliary tract and severe jaundice, deterio- 
rated progressively, and died approximate- 
ly one year after the development of the 
umbilical metastasis. 


COMMENT 
In this nt, the umbilical lesion 
represented cutaneous metastasis 


from an adenocarcinoma of the stom- 
ach that had already undergone 
metastases nodes of the stomach 
and liver. 

The pattern of distribution of 
metastases in the skin is not well 
understood. Brownstein and Helwig 
analyzed examples of cutaneous 
metastasis classified according to the 
nature-of the primary tumors: in men, 
90 metastasized frem the large intes- 
tine and from the stomach; in 
women, 22 metastasized from the 
large i au ci When an adenocarci- 
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nomatous lesion metastatic to the skin 
was seen, the pathologist almost 
always suggested the gastrointestinal 
tract as the location of the primary 
tumor.’ Steck and Helwig* stucied 112 
tumors of the umbilicus collected at 
the Armed Forces Institute of Pathol- 
ogy. Of the lesions, 48 were malignant 
and 64 were benign. Lesions that 
appeared to be metastatic occurred in 
40 patients. The primary site was 
identified with reasonable certainty 
in 31. The major sites of the primary 
lesion were the stomach in 11 patients, 
the pancreas in six, the sigmoid colon 
in four, and the ovary in three. Thus, 
carcinoma of the stomach may pro- 
duce secondary tumors in or close to 
the umbilicus, and these are e:ther of 
lymph-borne origin or due to direct 
contiguity spread.* 

The clinical appearance of the lesion 
in the umbilicus is strongly suggestive 
of metastatic carcinoma, but it must 
be differentiated from endometriosis 
of the umbilieus, primary carcinoma 
of the umbilieus, enteroteratoma, and 
benign umbilical granulomas caused 
by pilonidal disease (foreign-body 
reactions to buried hairs) and occa- 
sionally by chronic infection. Biopsy is 
mandatory and can readily confirm 
the diagnosis. Generally, there is good 
correlation between the histologic fea- 
tures of the primary lesion and those 
of the metastatic umbilical lesion. 

What is germane is the recognition 
that a nodular lesion suddenly appear- 





Fig 2.—Biopsy specimen demonstrating tubular (glandular) 
pattern of tumor (hematoxylin-eosin, original magnification X 
100). 


ing in the umbilicus can be an early 
sign or a late finding of metastasis 
from a carcinoma in the stomach. The 
occurrence of skin metastasis to the 
umbilicus is a grave prognostic sign; 
in our patient, Sister Joseph’s nodule 
was associated with advanced termi- 
nal disease. 


This study was supported by the James S. 
Collins Fund, Graduate Hospital, University of 
Pennsylvania, Philadelphia. 
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this report. 


Nonproprietary Name 
and Trademarks of Drugs 


Fluorouracil—Efudex, Fluoroplex. 
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bowen Disease Associated 
With Porokeratosis of Mibelli 


Ralph J. Coskey, MD, Amir Mehregan, MD 


* A 73-year-old woman developed 
Bowen precancerous dermatosis in an 
area of porokeratosis of Mibelli on her leg. 
This is the fourth reported case of Bowen 
disease arising from porokeratosis of 
Mibelli. The recent literature indicates 
that porokeratosis of Mibelli may be due 
to an abnormal clone of cells, predis- 
posing affected individuals to develop- 
ment of malignant neoplasms over the 
involved areas. 

(Arch Dermatol 111:1480-1481, 1 975) 


que have been 15 cases reported 
of epithelial anaplasia develop- 
ing within porokeratosis of Mibelli.: 
These have been squamous cell carci- 
nomas in 14 cases and basal cell carci- 
noma in one case. There also have 
been three cases of Bowen pre- 
cancerous dermatosis associated with 
these tumors. 

The average time between the pa- 
tient's first awareness of having poro- 
keratosis of Mibelli and the develop- 
ment of a tumor in this dermatosis 
was 32 years. In 14 cases, the tumor 
was located over the extremities, and 
in one case on the penis. 

Porokeratosis of Mibelli is thought 
to be inherited as a simple dominant 
characteristic with partial limitation 
to males? However, in the cases of 
porokeratosis of Mibelli and malig- 
nant neoplasm reported in the litera- 
ture, there was a family history in 
only two cases. Ten of the affected in- 
dividuals were men and, with our case 
included, six were women. 

Reed and Leone? have hypothesized 
that porokeratosis may be related to 
mutant clones in the epidermis. They 
believed that the cornoid lamella is a 
marker for the boundary between the 
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clonal population and normal epithe- 
lial cells. If this condition represents 
a clone of abnormal keratinocytes, 
there may be an increased suscepti- 
bility to develop cancer. 

Eyre and Carson‘ suggested linear 
porokeratosis of Mibelli may arise 
from abnormal clone cells in the de- 
veloping skin of the embyro. With the 
development of the embryo, the clone 
could populate a linear band in the af- 
fected area giving rise to the lesion. 

Taylor et al^ cultured fibroblasts 
from the affected and unaffected 
areas of the two patients reported by 
Cort and Abdel-Aziz who had poro- 
keratosis and associated squamous 
cell carcinoma and two other individ- 
uals affected with porokeratosis. They 
found 
clones of cytogenetically abnormal cells in 
8 of 16 lines of fibroblasts from the af- 
fected areas of skin of the 2 patients stud- 
ied with porokeratosis and squamous cell 
carcinoma. A third patient had no chromo- 
somal abnormality and another patient 
showed 1 line of cells from a normal area 
of skin with 2 abnormal clones. No specific 
chromosomal abnormalities were common 
to all cell lines and no unstable rearrange- 
ments were found. 

Taylor et al^ also cultured ten lines 
of cells from seven healthy unaf- 
fected individuals. The lines of cells 
from these individuals had no abnor- 
mal clones. They concluded that "the 
evidence suggests a chromosomal in- 
stability in cultured cells from pa- 
tients with this syndrome." This in- 
stability may be important in the 
induction of malignant neoplasms 
when porokeratotic cells are exposed 
to ultraviolet light, x-ray, or trauma. 
Most of the neoplasms reported have 
been on the distal areas of the ex- 
tremities, where trauma as well as ul- 
traviolet light might affect the skin. 
Also, in four cases, irradiation had 
been used to treat the lesions. 


Recently, MacMillan and Roberts* 
described a 50-year-old woman who 
probably had quiescent porokeratosis 
of Mibelli that exacerbated into an 
extensive eruption in a systematized 
pattern two weeks after a kidney 
transplant and during the time she 
was being treated with prednisone 
and azathioprine. 

These authors accepted the idea 
that in porokeratosis, an abnormal 
clone of cells exists in the epidermis. 
They stated that inhibitory forces 
exerted by adjacent normal cells or 
immune mechanisms may contain the 
cell mass of the mutant clore and pre- 
vent macroscopic lesions from devel- 
oping. Immunosuppressive therapy 
could impair either or bota of these 
processes, allowing the extensive 
eruption to occur. This therapy might 
also allow an infective agent to pro- 
liferate. They believed tha: their pa- 
tient was liable to develop squamous 
cell carcinoma of the skin because pa- 
tients with porokeratosis of Mibelli 
may develop neoplasia. Immuno- 
suppression, in the presence of pre- 


Fig 1.—Cornoid lamella originating from 
small area of epidermal depression 


(hematoxylin-eosin, original magnification 
x 100). 
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malignant skin conditions, may also 
increase this risk. 

We describe a case of Bowen dis- 
ease that developed in an area of lin- 
ear porokera:osis of Mibelli. 


REPCFT OF A CASE 


A 68-year-olc woman-was seen on March 
1, 1968, because of a linear eruption involv- 
ing the medial surface-of the left leg and 
left thigh. The eruption had become appar- 
ent six wears previously. It was charac- 
terized by to regularly shaped, 
atrophic, tan papules and plaques, measur- 
ing 1 to 2 em in diameter, intermingled 
with similar sized, viotaceous, crusted le- 
sions. The boraers of these lesions formed 
a linear keratotic ridge with a thin furrow 
running along its surface. These papules 
extended in a Erear fashion up the leg and 
thigh. | 

Two biopsy specimens were obtained 
from the leg. The sections exhibited mul- 
tiple small parakeratotic cornoid lamellae 
originating frem smal! areas of epidermal 
depression (Fig 1). Im one specimen, the 
epidermis between the cornoid lamellae 
was severely atrophic and showed loss of 
pigment into macrophages in the upper co- 
rium. The upper corium showed mild tel- 
angiectatic and lymphocytic inflammatory 
cell infiltrate. the second specimen, a 
central area o° moderate epidermal thick- 
ening was se t The corium showed dif- 
fuse proliferation of small capillaries and a 
rather heavy ` mphocrtic infiltrate. 

The affectec areas were treated with in- 
tralesionally administered triamcinolone 
on two occasions, and with cryosurgery 
with liquid nitrogen ordry ice on two other 
occasions in 1968. The lesions improved in 
appearance, and the patient was not seen 
again until "T 11, 1974. At that time, 
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Fig 2.—Oval, friable module, 1 cm in size, of Bowen disease 
area of porokeratosis of Mibelli. 





she had a 1-cm, oval, friable nodule arising 
from one of the plaques of porokeratosis 
on the left calf (Fig 2). She had become 
aware of this growth one week previously. 
This lesion was removed by currettage and 
electrodesiccation. Histologic sections re- 
vealed irregularly acanthotic pieces of epi- 
dermis showing diffuse anaplastic changes 
characteristic of Bowen precancerous der- 
matosis (Fig 3). 


COMMENT 


Precancerous epithelial hyperplasia 
and carcinomas may develop in poro- 
keratosis of Mibelli. Our case repre- 
sents one more instance of this asso- 
ciation. Immunosuppressive therapy, 
irradiation with x-ray or ultraviolet 
light, and repeated trauma might 
predispose the patient to these 
changes. Our patient had developed 
Bowen disease in porokeratosis on an 
exposed area of the leg. The porokera- 
totic area had been treated with 
intralesionally administered steroids 
and cryotherapy six years previously. 
Perhaps the combination of exposure 
to sunlight in the summer, trauma 
from cryosurgery, and immuno- 
suppression with intralesionally ad- 
ministered steroids made her more 
susceptible to the development of this 
precancerous lesion. 

Since porokeratosis of Mibelli prob- 
ably does represent an abnormal 
clone of cells, patients with this con- 
dition are probably more vulnerable 
to malignant growth in the affected 
area. For this reason, they should not 
be treated with irradiation. When ex- 
posed to sunlight, affected individuals 





Fig 3.—Anaplastic changes of Bowen disease (hematoxylin-eo- 
sin, original magnification x 400). 


should apply a sunscreen to the in- 
volved areas. If a patient with poro- 
keratosis of Mibelli should have to be 
treated with immunosuppressive 
therapy, it should be done with ex- 
treme caution because of the possi- 
bility of exacerbation of the condition 
and the possibility of induction of 
malignant neoplasms. Along the 
same line of reasoning, intralesion- 
ally administered steroids should be 
avoided. Those lesions that are ame- 
nable to conservative surgical re- 
moval should be surgically excised to 
prevent transformation to malignant 
neoplasms. 


Nonproprietary Names and 
Trademarks of Drugs 


Azathioprine—Imuran. 
Triamcinolone— Aristocort Tablets, Kena- 
cort. 
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Anonychia With Ectrodactyly 


Homayoon Rahbari, MD; Larry Heath, MD; Thomas A. Chapel, MD 


e A patient had congenital absence of 
thumb nails with associated absence of 
the distal phalanges of the thumbs. We re- 
view the pertinent literature. 

(Arch Dermatol 111:1482-1483, 1975) 


E absence of the nails 
is a rare congenital anomaly. 
The condition was noted in 1842 by 
Dr. Friedrich August Von Ammon, 
personal physician to the king of 
Saxony.' Ectrodactyly, a complete or 
partial congenital absence of one or 
more digits, has also been noted in re- 
lation to anonychia but only with oc- 
currence of bizarre digital anomalies. 
We are presenting a case of ano- 
nychia with ectrodactyly of the distal 
phalanges of both thumbs in a new- 
born boy without any other observed 
bony abnormality of the extremities. 


REPORT OF A CASE 


A 3-week-old boy, the product of a 38- 
week term pregnancy, was delivered by a 
cesarean section. He was examined on con- 
sultation because of the absence of thumb- 
nails (Fig 1). The subject had been trans- 
ferred to our medical center because of 
respiratory distress. Examination on ad- 
mission showed a pulmonary mass in the 
lower lobe of the right lung. The mass pro- 
gressively resolved. The patient’s 1-minute 
Apgar score had been 3 and the 5-minute 
Apgar score was 7. The patient’s 37-year- 
old mother and 41-year-old father were 
both in good health. The mother, a gravida 
8 para 7 abortus 1, had four children living 
and well. The oldest was 18 years of age 
and the youngest, excluding the subject, 
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was 11 years old. She had had one abortion 
and two children who died within their 
first year of life. The causes of death were 
unknown to the mother. She denied taking 
medications during her pregnancy. 

The mother was unaware of anonychia 
in her immediate family or in her hus- 
band's family. However, the patient's fa- 
ther was not interviewed about his family 
history. 

Examination of the patient showed an 
absence of the right fifth toenail, although 
the digit was of normal length. The pa- 
tient's thumbs also lacked nails; however, 
both thumbs were shorter than expected. 
Each measured 5 mm, from the distal end 
of the first metacarpals to the distal end of 
the digits. Similar measurements in three 
newborns of comparable age averaged 10 
mm in length. Roentgenograms of the 
thumb showed the absence of the distal 
phalanges of both the digits (Fig 2 and 3). 


" 
E 
=] 


COMMENT 

Cockayne’ classifies anonychia into 
four types. Type 1, with recessive in- 
heritance, was the most common type 
found in his review of the German 
and French literatures. Type 2, with 
dominant inheritance, was noted in 
one family with eleven affected mem- 
bers in four generations. Type 3, 
anonychia pollicum, appeared in a 
single family. Affected members ex- 
hibited an absence of thumbnails 
with red and sensitive nail beds. Type 
4 would today comprise the nail-pal- 
late syndrome. 

O'Neill* presented the case of a 26- 
year-old woman who had congenital 
absence of the thumbs, fingers, and 
great toenails with only small frag- 
ments of nails on some of the other 


Fig 1.—Both thumbs showing absence of nails. 
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Fig 2.—Right hand showing absence of distal phalanx of right 


thumb. 


Fig 3.—Left hand showing absence of distal phalanx of left 


thumb. 


toes. She also had dental caries and 
anemia. Cockayne? and O’Neill* do 
not mention any association of digital 
anomalies with anonychia. Mahloudji 
and Amidi* present two cases of 30- 
year-old and 60-year-old women who 
had total anonychia, but "a normal 
skeletal system." Litman and Levin* 
present the case of a 66-year-old 
woman who died from the complica- 
tions of rheumatic heart disease. She 
had anonychia of all fingers, except 
for the fifth right digit, and thumb- 
nails. They state that “the phalanges 

.. were normal on palpation but no 
roentgenograms were taken.” Strand- 
oskov’ noted anonychia in a young 
woman who aiso had short phalanges, 
but there is no mention of ec- 
trodactyly. Timerman et al* present a 
case of anonychia in association with 
"bulging aspect of the terminal pha- 
langes on the toes." Pardo-Castello 
and Pardo? quote Listengarten who 
had reported a case of congenital ab- 
sence cf the fingernails and toenails 
with no bony changes. Samman” does 
not relate anonychia to the absence of 
digits except for quoting Lees et al 
and states that "this is an autosomal 
dominant condition," which would not 
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appear to be the case in our subject. 
Lees et al? present the cases of a large 
family with anonychia who have bi- 
zarre bony anomalies of the digits. 
The case most resembling ours is pre- 
sented by Jacoby et al'! and is quoted 
by Maisels' This is the case of “a 
little girl with recessive anonychia af- 
fecting most of the digits either to- 
tally or partially. Radiologically there 
was absence or malformation of the 
terminal phalanges of the affected 
digits." Ectrodactyly also has been 
noted as a part of a syndrome'* where 
the nails showed marked abnormality 
of form on the syndactylous digits. It 
appears to us that our case and the 
case presented by Jacoby et al" are 
the only ones where anonychia has oc- 
curred with ectrodactyly in otherwise 
normally developing digits. Both of 
these cases apparently have been in- 
stances of recessive inheritance or 
new mutations, although anomalies 
produced in utero with exposure to 
noxious material have not been elimi- 
nated. The other cases of anonychia 
either have occurred without any as- 
sociated digital anomalies or have 
had associated ectrodactyly in a mal- 
formed extremity. 
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Pemphigus Involving the Eyes 


Samuel F. Bean, MD; Karl Holubar, MD; Robert B. Gillett, MD 


€ Two persons with pemphigus vulgaris 
involving the eyes were studied. In one 
case, in vivo-fixed intercellular deposition 
of IgG was demonstrated in a specimen 
from the conjunctiva. 

(Arch Dermatol 111:1484-1486, 1975) 


cular abnormalities associated 

with pemphigus vulgaris are 
unusual. Two cases of pemphigus with 
eye involvement are reported here; in 
one case, direct immunofluorescence 
of a specimen from the conjunctiva 
showed intercellular staining. 


IMMUNOFLUORESCENCE STUDIES 


Skin and mucosal membrane speci- 
mens used in the direct immunofluo- 
rescence studies were obtained by 
excision, were quick-frozen, and were 
stored at a temperature of —20 C. The 
sections were cut in a cryostat at 4u to 
Tu and examined within three days. 
Monkey esophagus, prepared in the 
same manner as the previously men- 
tioned specimens, was used in the 
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performance of the indirect immuno- 
fluorescence studies. The initial serum 
dilution was 1:10. 

Commercially prepared fluorescein- 
conjugated goat antihuman IgG, IgA, 
IgM, and £1C-globulin were used in 
the direct immunofluorescence stud- 
ies in Houston. The molar fluorescein- 
to-protein (F/P) ratio and antibody 
concentrations (ab) of the conjugates 
and dilutions were as follows: for IgG, 
F/P ratio 2.0, 1.2 mg ab/ml, diluted to 
a concentration of 50ug/ml; for IgM, 
F/P ratio 3.0, 1.2 mg ab/ml, diluted to 
a concentration of 120ug/ml; for IgA, 
F/P ratio 2.8, 0.8 mg ab/ml, diluted to 
a concentration of 100ug/ml; for 81C- 
globulin, F/P ratio 3.1, 1.2 mg ab/ml, 
diluted to a concentration of 60ug/ 
ml. 

In Vienna, the conjugate used was 
goat anti-whole IgG. The conjugate 
specifications were as follows: 47 mg 
fluorescein isothiocyanate/ml; 11.7 
mg protein/ml (total), or 4.7 mg ab/ 
ml; F/P (weight 3.9 x 10-*, diluted to 
a concentration of 50ug ab/ml. 

Standard direct and indirect immu- 
nofluorescence staining procedures 
that have been described previously 
were used in the preparation of all 
specimens.' Appropriate control speci- 
mens were also examined. 

Results of  immunofluorescence 


studies for cases 1 and 2 are given in 
the Table. 


COMMENT 


The most common ophthalmologic 
involvement in pemphigus is conjunc- 
tival inflammation with vesicles that 
rapidly rupture and lead to erosions. 
On occasion, these vesicles may form 
synechiae, but they do not lead to 
progressive scarring or ultimate 
blindness. 

While most authorities agree that 
pemphigus vulgaris may involve the 
eyes, the extent of involvement and 
sequelae have been disputed (Fig 1 
and 2). Lever* mentions that conjunc- 
tivitis may be present but that seque- 
lae, such as those that occur in muzous 
membrane pemphigoid, are not fond. 
Perry? states that involvement of the 
palpebral and bulbar conjunctivae 


with synechiae can occur. Duke- 
Elder, an ophthalmologist, states 
that 

conjunctivae bullae are not common, 


although buccal and pharyngea! lesions are 
frequent, but a catarrhal conjunctivitis is 
almost invariable and a purulent conjunc- 
tivitis is frequent. The conjunctival les:ons, 
like those on the other mucosae and unlike 
those of pemphigoid lesions, are intrzepi- 
thelial and do not give rise to scarring or 
adhesions (Fig 3). 
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Fig 1.—Right eye. Symblepharon formation and conjunctival 
erythema-with erosion əf lower lid (case 1). 


On the other hanc, Thygeson, an 
ophthalmologist, sates that in 
“chronic cases of pemphigus, repeated 
bullae fermation leads to conjunctival 
cicatrization with pregressive contrac- 
tion of the conjuncival sae, always 
most marked in the ower fornix.” 

It is beyond the seope of this paper 
to review the evolution of the entity 
known by the namesof ocular pemphi- 
gus, pemphigus conjaetivae, or essen- 
tial shrinking of the zonjunctivae. It is 
sufficient to point out that most 
authorities, beth cermatologic and 
ophthalmologic, recegnize the differ- 
ence between associated ocular in- 
volvement in pemphigus vulgaris and 
cicatricial pemphigoid. In general, 
most chronic cases c severe cicatriza- 
tion of the eonjurctivae represent 
cicatricial pemphigcid or some other 
entity that may result in a clinical 
picture identical to that of cicatricial 
pemphigoid. Chalkley* traces the evo- 
lution of this disease and discusses the 
differential diagnosgs of chronic con- 
junetival cieatrizatien. 

In ease 2, direc immunofluores- 
cence of a specimen from the conjunc- 
tiva demonstrated mtercellular stain- 
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Fig 2.—Left eye. Erosion of palpebral conjunctiva and portion of 
lower lid margin (case 1). 










Clinical Data 
Age/Sex 60/F 


Clinical Skin, mouth, 
involvement conjunctiva 


Eye involvement Conjunctival 














Histopathologic Acantholytic 








* ICS indicates intercellular staining. 


ing (Fig 4). To our knowledge, this is 
the first case of pemphigus vulgaris in 
which intercellular staining has been 
seen in the conjunctiva. The specimen 
showed a multilayer type of epithe- 
lium rather than a cylindrical type; 
whether or not this was the sequela of 
a foregoing metaplasia of the conjunc- 
tiva cannot be determined. In con- 
trast, cicatricial pemphigoid has been 
shown to have in vivo-fixed immuno- 
globulin present at the epithelial 


Results of Immunofluorescence Studies 





Case 1 





erythema, erosions, 
symblepharon 


Buccal mucosa, ICS (IgG) 


findings intraepidermal bulla 
Immunofluorescence Skin, ICS* (IgG) 

Direct 

Indirect ICS, 1:80 





Case 2 
69/F 
Mouth, pharyrx, epiglottis, 
genitals, ccnjunctiva 


Conjunctival erythema, 
erosions, ciliary 
infections 


Acantholytic intra- 
epidermal bulla 


Oral mucosa, ‘CS (IgG) 
Conjunctive, ICS (IgG) 

ICS, 1:20 (on monkey 
esophagus. did not 
change after absorption 
with AB blood group 

substance) 


submucosal junction of the conjuncti- 
va."* Unlike pemphigus vulgaris, in 
which virtually all patients have circu- 
lating intereellular antibodies, only a 
small percentage of patients with 
cicatricial pemphigoid have circulat- 
ing antibodies in the basement mem- 
brane zone.^? Recently, Cram et al"? 
found circulating intercellular anti- 
bodies in two cases of typical cicatri- 
cial pemphigoid. The authors thought 
these antibodies were most likely 


Pemphigus of the Eye—Bean et al 1485 


" ^ ‘ " Y pt | > 
MT 

Fig 3.—Biopsy specimen from conjunctiva showing intraepidermal acantholytic bulla 
(case 2) (hematoxylin-eosin, original magnification x 450). 


pemphigus-like antibodies. 

The bullous diseases that may cause 
blistering of the conjunctiva, besides 
pemphigus and cicatricial pemphi- 
goid, include bullous erythema multi- 
forme, epidermolysis bullosa, and hy- 
droa vacciniforme.'* Most of the time, 
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St Louis, CV Mosby Co, 1965, vol 8, pp 498-499. 
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festations, in Sorsby A (ed): Modern Ophthalmol- 
ogy. Philadelphia, JB Lippincott Co, vol 2, pp 559- 
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these diseases can be separated easily 
on a clinical and histopathologic basis. 
However, in cases of blistering dis- 
eases that begin on the conjunctiva, 
immunofluorescence may be impor- 
tant as an aid in establishing the 
correct diagnosis. 
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Fig 4.—Direct immunofluorescenze of 
specimen from conjunctiva showing inter- 
cellular staining (case 2). 
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Allergic Contact Dermatitis 


Caused by Haloprogin 


Robert I Rudolph. MD 
| 


e Haloprogin therapy has been used for 


years, but no of allergic contact 
dermatitis have n cbserved. On the 
basis of the results from several series of 
patch tests and biopsy findings, the first 
documented to my knowledge, of 


allergic contact dermatitis caused by 
haloprogin is rep: d 


(Arch Dermatol 11:1487-1488, 1975) 


| 
cy its introduction in Japan in 
1962: millions of units of the anti- 
fungal agent, halopregin, have been 
used around the world. In the United 
States, approximately 1.5 million 
units are distributed annually, accord- 
ing to the manufacturer. Before halo- 
progin was eted, the maximiza- 
tion bioassay’ was used by 20 male 
volunteers to test for allergic contact 
dermatitis potential." With the use of 
this method, 30 evidence of such 
dermatitis was detected. Another 219 
subjects were sested by the Draize- 
Shelansk: method: for detecting aller- 
gic contact sensitization potential, 
and again, with this method, no cases 
of allergic de itis were noted.’ 
Eight of the subjects who had been 
subjected to these intensive studies 
then applied 1% haloprogin cream to 
their entire bodies (except the head) 
for ten full days more without any 
sign of allergic contact dermatitis." In 
the premarketing tests, over 1,062 
patients were exposed to 1% halo- 
progin cream and lotion, and there 
were no reported instances of allergic 
contact der tis.* Recently, a case 
of contact dermatitis was reported for 
haloprogin solution, in which the 
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offending ingredient was the stabil- 
izing and solubilizing agent diethyl 
sebacate.* 

It is interesting to note that the two 
other commonly used topical anti- 
fungal agents, miconazole nitrate and 
tolnaftate, also appear to have very 
low potentials for sensitization. There 
have been, however, several reports of 
sensitivity to tolnaftate,"" while one 
ease of allergic contact dermatitis 
caused by miconazole nitrate has been 
reported in Belgium (H. Degreef et al, 
unpublished data). 

With the evidence of these provoca- 
tive studies, indicating an extremely 
low potential for sensitization and 
years of use without any report of 
allergic contact dermatitis, we have 
recently encountered a case of allergic 
contact dermatitis caused by halo- 
progin that was confirmed by patch 
testing and multiple biopsy speci- 
mens. 


REPORT OF A CASE 


A 21-year-old woman was seen in the 
Dermatology Clinic of the Hospital of the 
University of Pennsylvania in July 1974, 
with a 2.5-cm, annular, erythematous, 
scaling eruption on the right shoulder. 
Several tiny vesicles were present on the 
advancing border. A diagnosis of tinea 
corporis was made on the basis of the 
clinical findings and a positive potassium 
hydroxide preparation. A culture subse- 
quently grew Trichophyton mentagro- 
phytes var granulosum. 

The patient was given a prescription for 
a 1% haloprogin cream to be applied three 
times a day. She returned to the clinic two 
weeks later and exhibited a 9-cm, round 
area of erythema, edema, and vesiculation. 
The area had become pruritic after one 
week’s use of the topical medication, and 
vesicles appeared shortly thereafter. The 
patient continued to apply the haloprogin 
cream despite the new eruption. 

A diagnosis of contact dermatitis was 
made, and the patient stopped using the 
antifungal cream and applied only a topical 


steroid preparation several times a day. 
The contact dermatitis cleared with some 
mild residual hypopigmentation. 


MATERIALS AND METHODS 


Duplicate sets of closed patch tests were 
performed on the upper back, utilizing 
both the commercially available 1% halo- 
progin cream and solution as well as the 
haloprogin-free vehicles for the cream and 
the solution supplied by the manufacturer. 
The cream vehicle contains polyethylene 
glycol 400, polyethylene glycol 4000, diethyl 
sebacate, and polyvinylpyrrolidine, while 
the solution vehicle contains alcohol and 
diethyl sebacate. A 2+ reaction (erythema, 
edema, and microvesicles)" was obtained 
after 48 hours only in the areas to which 
haloprogin was applied (the vehicle sites 
were negative). The positive reactions 
persisted for almost three days after 
removal of the patches (Table). 

Pure haloprogin crystals were then 
obtained, and both 1% and 0.1% concentra- 
tions in petrolatum were prepared. A 1% 
concentration of 24,5-trichlorophenol (a 
known metabolite of haloprogin) was also 
prepared. Closed patch tests were applied 
to the forearms (after stripping with tape 
15 times) and read after 48 hours. A 2+ 
reaction was noted only at the site of the 
1% haloprogin, while all the other sites 
were negative. Closed patch tests to a 0.1% 
thimerosol solution and a povidone-iodine 
solution were also negative. The haloprogin 
reaction persisted for more than three days 
after removal ef the patch (Table). 

Three 4-mm punch biopsy specimens 
were obtained from reactive sites in both 
testing series, and all three showed 
changes characteristic of an allergie con- 
tact dermatitis, namely, spongiosis of the 
epidermis with intraepidermal vesicula- 
tion, a lymphocytic infiltrate about the 
blood vessels, and many eosinophils (Fig 
1). 


COMMENT 


Haloprogin (3-iodo-2-propynl 2,4,5- 
trichlorophenyl ether) is soluble in 
many organic solvents but is poorly 
soluble in water (Fig 2). The main 
metabolic pathway for degradation of 
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Fig. 1.—Contact dermatitis showing intraepidermal vesicles, spongiosis, perivascular 


infiltrate of lymphocytes, and eosinophils (hemotoxylin-eosin, original magnifica- 


tion x 255). 


Results of Patch Tests 


Patch Test Readings * 


Concentration 


Test Materials 
1% haloprogin cream 
1% haloprogin lotion 
cream vehiclet 
lotion vehiclet 
haloprogin 


as is 
as is 
as is 
as is 


and Vehicle 


48 hr 96 hr 


1% in petrolatum 


0.1% in petrolatum 


2,4,5-trichlorophenol 
thimerosal 
povidone-iodine 


titis Research Group.? 





1% in petrolatum 
0.1% in aqueous solution 





" Grading of reactions was performed using the scale of the International Contact Derma- 


T Contains polyethylene glycol 400 and 4000, diethyl sebacate, and povidone. 


t Contains alcohol and diethyl sebacate. 


the alkylaryl ethers is by dealkylation, 
and the major metabolite of halo- 
progin is 2,4,5-trichlorophenol.'" Halo- 
progin readily penetrates the skin of 
rabbits, but is much more slowly 
absorbed through human skin. Studies 
with radioactive haloprogin have 
shown a definite, but quite low, order 
of penetration. The agent has been 
found to have a broad antifungal, 
antibacterial and anti-Candida spec- 
trum. 

The series of patch tests carried out 
on the patient prove conclusively that 


1488 Arch Dermatol—Vo! 111, Nov 1975 


she was not sensitive to any ingre- 
dient in the cream or solution vehicles, 
to the principal known metabolite, or 
to iodinated materials. Since halo- 
progin is so poorly soluble, it is not 
surprising that a positive patch test 
reaction was noted only with the 
stronger concentration in petrolatum. 
Perhaps if diethyl sebacate had been 
used to enhance solubility, a positive 
reaction might have obtained with the 
0.176 concentration in petrolatum. 
The patch test results, confirmed by 
repeat biopsies, indicate that this 


CI OCH» —C=CI 


CI CI 


Fig 2.—Molecular structure o? halo- 
progin. 


patient is indeed allergic to halo- 
progin. 

Since acceptance of this manuscript, 
Drs. Steven Damm and Herbert Allen 
of the US Naval Hospital of Philadel- 
phia have reported the second proven 
case of haloprogin allergy. 


Some of the materials used in the patch testing 
were supplied by Harold W. Hermann, MD, of 
Mead Johnson & Co, Evansville, Ind. 


Nonproprietary Names 
and Trademarks of Drugs 


Haloprogin— Halotaz. 
Miconazole nitrate— M icatin, Monistat. 
Tolnaftate—Tinactin. 
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'... the combination of benzoyl peroxide 
and sulfur acts predominantly at a deeper 
level, closer to the site of acne pathology.” 


Hi. locical studies by Vasarinsh have demonstrated the beneficial effect of benzoyl peroxide and sulfur in 
acne therapy and have attributed their activity to a combination of mechanisms, “notably the induction of 
dermal vascular and lymphocytic response, in addition to previously established antibacterial and oxidative 
preperties," This research and published clinical evaluations of benzoyl peroxide/sulfur therapy”? have 
den onstrated consistently good to excellent results with minimal side effects.‘ 


Unt now, you have found it necessary to prescribe benzoyl peroxide and sulfur in formulations prepared 


by the pharmacist. Now, there's Sulfoxyl? 


New SULFOXYL 


SULFOXYL LOTION provides you with a preformulated, 
prescaption benzoyl perd) sulfur topical in two strengths. 
This potent keratolytic/oxidant combination completes the 
speet iim of benzoyl peroxide topicals for acne ss ge in many 
case- may well provide the foundation for your patient's 
topic. therapy. Professional samples on request. 


COMPOSITION: Sulfoxyl Lotion Regular contains 5% 
ben oul peroxide and 2% sulfur in a lotion base formulated 
with »oluethulene glycol, stearic acid, glycerol monostea- 
rate, sopropyl palmitate, propylene glycol, zinc soap and 
purified water. 


Sul: «vy! Lotion Strong contains 10% benzoyl peroxide and 
5% salfur in a lotion base formulated with polyethylene 
alvec . stearic acid, glycerol monostearate, isopropyl pal- 
mitats, propylene glycol, zinc soap and purified water. 


INDICATIONS: Use as a topical aid in the treatment of 


^. acne 


DC AGE AND ADMINISTRATION: After cleansing the 
skin, smooth Sulfoxyl mere gently into the affected areas, 
once daily for three days. If no discomfort is felt, frequency 
of application can then be increased to twice daily. The 
amount of drying and desquamation can be modified by 
adjusting the dosage schedule. 


CONTRAINDICATIONS: Patients with a known sensi- 
tivity to benzoyl peroxide, sulfur or any of the other formu- 
lation ingredients should not use these medications. 


PRECAUTIONS: For external use only. Avoid contact 
with eyes, mucous membranes and sensitive areas of the 
neck. “Notify physician if excessive dryness or irritation 
occurs or increases, 


Keep from heat. 


CAUTION: May bleach fabrics. Patients should be warned 
that these formulations may bleach colored linens, towels 
and apparel. 


Keep this and all drugs out of the reach of children. 


CAUTION: Federal law prohibits dispensing without pre- 
scription. 


U.S. Pat. No. 3535422 
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Acne-Aid" 


detergent soap 




















effective, easy-to-use therapy 
for your acne patient. 


You encourage your acne patient to wash 
frequently and thoroughly. Recommend- 
ing a special, therapeutic soap can 
strengthen that part of your acne regimen 
by helping to insure patient cooperation 
and by providing enhanced cleansing for 
the oily skin. 


Acne-Aid® detergent soap is the specific 
soap for this important treatment step. 
Patient acceptability begins with the psy- 
chologically correct name and it’s sustained 
by the excellent cosmetic qualities of the 
rich-lathering blend of neutral soap and 


surfactants, the clean feeling after use and 
the generous bar size. Therapeutically, 
Acne-Aid gently and effectively cleans and 
degreases oily skin in preparation for 
other topical agents you prescribe. Acne- 
Aid detergent soap. Effective, easy-to-use 
therapy for your acne patient. Supplied 
in 4.1 oz. bars. Professional samples on 
request. 


X STIEFEL 
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est for the care of dry, 
or premature aging 


or wrinkled skin... 
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FULVICIN-U/F® Tablets brand of 
apr: (microsize) tablets, U.S.P. 
LINICAL CONSIDERATIONS— 


INDICATIONS  Griseofulvin is indicated for 
SYNALAR To icals The MD the treatment of ringworm infections of the 
D skin, hair, and nails, namely: Tinea corporis, 


: " a Tinea pedis, Tinea cruris, Tinea barbae, 
(fluocinolone acetonide) Generation Gap: Tinea capitis, Tinea unguium (onychamycosis) 
when en by one or more of the fcllowing 
- H genera of fungi: Trichophyton rubrum, 
Summary of Prescribing Information Too wide to br idge? Trichophyton tonsurans, Trichophyton men- 
DESCRIPTION Tigropnytes, Trichophyton ro tae 
= ! : ophyton verrucosum, Tricho yton 
Synalar' (fluocinolone acetonide) has the ids o Fekonh ‘Li hvt 
chemical name 6a, 9a-difluoro-16a-hydroxypred- Fe Vo lg Payton gallinae, Trichophyton 


crateriform, Trichophyton suiphureum, 


nisolone-16, 17-acetonide. Trichophyton schoenleini, Microsporum 
Synalar’ Solution 0.01% — contains 0.01% What do pers Mari dn audouini, Microsporum canis, Microsporum 
fluocinolone acetonide in propylene glycol with want--and why? In the NOn arta t mephyton ird - 
cric acid. or i Novem ber PR ISM, Richard sponsible for the infection should be identified. 
Synalar’ Ointment 0.02596 — contains 0.025% Knutsen. M.D leader of The use of this drug is not justified in 
fluocinolone acetonide in white petrolatum. , oe à minor or trivial infections which will respond 
Synalar-HP' Cream —contains 0.296 fluocino- the NYC housestaff strike, to aon pins n dissi sd 
: H . . i i 1 . 
lone acetonide in a water-washable aqueous base talks candidly about their ing: Bacterial infections, Candidlauis OW 
of stearyl alcohol, cetyl alcohol, mineral oil, : (Moniliasis), Histoplasmosis Actinomycosis 
propylene glycol, sorbitan monostearate, poly- goals--and how they differ Sporotrichosis, Chromoblastomycosis, r 
oxyethylene sorbitan monostearate and citric from older physicians. Coccidioidomycosis, North American 3lasto- 
acid, with methylparaben and propylparaben i : mycosis, Cryptococcosis (Torulosis), "inea 
as preservatives. Less shouting and more M sacas > ape cited 
nemo!” (fluocinolone acetonide) has the j j j j CONTRAIN TIONS This drug is contra- 
TA sin ie én, Hiper ui i Modi listening B both sides is indicated in Degree with aah nipato 
nisolone-16, 17-acetonide what is needed," says history of senahiviy’ co nee 
The vehicle is a water-washable aqueous Wilbur J. Cohen, former WARNINGS Prophylactic usage: Safety and 
emollient base of stearyl alcohol, cetyl alcohol, HEW secretary, as he efficacy of griseofulvin for prophylaxis of 
mineral oil, propylene glycol, sorbitan monostea- , y, ; fungal infections have not been establ shed. 
rate, polyoxyethylene sorbitan monostearate examines the crucial gap gites ar ote Chronic feeding i E 
and citric acid. between generations in of the diet, resulted in the development of 
ACTIONS hi ticle in th liver tumors in several strains of mice, 
Topical steroids are primarily effective because IS article in e same particularly in males. Smaller particle sizes 
of their anti-inflammatory, antipruritic and vaso- issue of PRISM. result in an enhanced effect. Lower oral 
constrictive actions. dosage levels have not been tested. Sub- 
cutaneous administration of relatively small 
INDICATIONS doses of griseofulvin, once a week, during 
For relief of the inflammatory manifestations the first three weeks of life has also been 
of corticosteroid-responsive dermatoses. reported to induce hepatomata in mice. 
CONTRAINDICATIONS ; " Although studies in other animal species | 
Topical steroids are contraindicated in Don t miss the these studios mare cence obtumorogenicity, 
vaccinia and varicella. . form a basis for conclusions in this regem. 
Topical steroids are contraindicated in those Novem ber ISSUe In subacute toxicity studies, orally admin- 
patients with a history of hypersensitivity to any istered griseofulvin produced hepatocellular 
M corani af the preparation, in other species: Disturbances’ eese 
,. , ynalar-HP Cream should not be used on metabolism have been reported in griseofulvin. 
infants up to two years of age. treated laboratory animals. Griseofulvin has 
PRECAUTIONS been reported to have a colchicine-like effect 
If irritation develops, the product should be on mitosis and cocarcinogenicity with methyl- 


cholanthrene in cutaneous tumor indt ction 
in laboratory animals. 

Usage in pregnancy: The safety of tFis drug 
during pregnancy has not been establ shed. 

Animal reproduction studies: it has been 
reported in the literature that griseofulvin 
was found to be embryotoxic and teratogenic 
on oral administration to pregnant rats. Pups 
with abnormalities have been reported in 
the litters of a few bitches treated with griseo- 
fulvin. Additional animal reproduction studies 
are in progress, 

Suppression of spermatogenesis has been 
reported to occur in rats, but investigation in 
man failed to confirm this. 

PRECAUTIONS Patients on prolonged ther- 
apy with any E medication should be 
under close observation. Periodic monitoring 
of organ system functions, including ranal, 
hepatic, and hematopoietic, should be done. 

Since griseofulvin is derived from species 
of Penicillium, the possibility of cross sen- 
sitivity with penicillin exists; however, known 
penicillin-sensitive patients have been treated 
without difficulty. 

Since a photosensitivity reaction is occa- 
sionally associated with griseofulvin therapy, 
patients should be warned to avoid exposure 
to intense natural or artificial sunlight. Should 


discontinued and appropriate therapy instituted. 

In the presence of an infection the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be 
discontinued until the infection has been 
adequately controlled. 

If extensive areas are treated or if the occlusive 
technique is used, the possibility exists of 
increased systemic absorption of the corticos- 
teroid and suitable precautions should be taken. 

Although topical steroids have not been 
reported to have an adverse effect on pregnancy, 
the safety of their use in pregnant females has 
not absolutely been established. Therefore, they 
should not be used extensively on pregnant 
patients, in large amounts, or for prolonged 
periods of time. 

Topical steroids are not for ophthalmic use. 

Synalar-HP Cream should not be used for 
prolonged periods and the quantity per day 
should not exceed 2 g of formulated material. 

ADVERSE REACTIONS 

The following local adverse reactions have 





been reported with topical corticosteroids: a photosensitivity reaction occur, lupus 
burning, itching, irritation, dryness, folliculitis, erythematosus may be aggravated. 
hypertrichosis, acneform eruptions, hypopig- Griseofulvin decreases the activity of 


warfarin-type anticoagulants so that patients 
mentation. l h ea Ith h aza rds receiving these drugs concomitantly may 
Synalar Cream and Ointment, Synemol Cream. require dosage adjustment of the anticoagu- 


The following may occur more frequently with f t lant during and after griseofulvin therapy. 
occlusive dressings than without such therapy: O was e Barbiturates usually depress griseofulvin activ- 


: ; i : ity and concomitant administration may require 

icin: ovine prie secondary infection, skin a dosage adjustment of the antifungal agent. 
oy For timely, authoritative information, read ADVERSE REACTIONS When adverse 
HOW SUPPLIED Bs À . reactions occur, they are most commonly of 
Synalar’ (fluocinolone acetonide). The Physician's Guide to Solid Waste, pre- the hypersensitivity type, such as skin rashes, 
Cream 0.025% —15, 60 g tubes; 120, 425 g jars. pared by the AMA. To order, write: Order urticaria, and rarely, Mi riae a edema, 
Cream 0.01% —15, 45, 60g tubes; 120, 425g jars. Dept., OP-426, AMA, 535 N. Dearborn, and appropriate con) withdrawal of therapy 
Ointment 0.025% —15, 60 g tubes; 425 g jars. Chicago, IL 60610. 75¢ each. diis rite hands and feet ee? one 
Solution 0.01% — 20, 60 cc plastic squeeze ported rarely after extended therapy. Other 

bottles. side effects reported occasionally are oral 

Synalar-HP" (fluocinolone acetonide) 0.2% thrush, nausea, vomiting, epigastric distress, 


diarrhea, headache, fatigue, dizziness, 
insomnia, mental! confusion, and impairment 
of performance of routine activities. 

Proteinuria and leukopenia have been re- 
ported rarely. Administration of the drug should 
be discontinued if graulocytopenia occurs. 

When rare, serious reactions occur with 

riseofulvin, they are usually associated with 
igh "n de long periods of therapy, or both. 

AVAILABLE in 125 mg., 250 mg., and 500 
om scored tablets. 


Cream —5, 12 g tubes. 
Synemol”™ *(fluocinolone acetonide) 
Cream 0.02596 —15, 60 g tubes. 
These preparations are available on prescrip- 


SYNTEX 


SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 


AUGUST 1973 
For more complete details, consult package 
insert or Schering literature available frcm 


Services Department, Schering Corporation 
Kenilworth, New Jersey 07033. is ! 








. SUSTRIRED THERAPEUTIC EZ 





PLASMA LEVELS WITH ONLY 
ONE TABLET A DAY 


GRISENFINVIN PLASMA LEVELS 
(meg./mi.) 





Adapted from-Symcbkowicz, S., and Katchen, B.: J. Pharm. Sci. 57:1383, 1968. 


The-above grapFr depicts average peak serum plasma levels of FULVICIN-U/F following once-daily dosage 
of one FULVICIN-U/F 500 mg. tablet given before breakfast to six normal subjects for a seven-day period. 


Hours of fungistatic action at ringworm sites 


The abeve graph on: plasma levels of FULVICIN-U/F 500 mg. in once-daily dosage indicates that this dosage is 
adequate to keep tre antibiotic available for antifungal action in the keratin precursor cells where fungi have 
invaded. With the growth checked by the fungistatic action, the fungi are cast off as the keratin grows out and 
sloughs off. Healthy tissue replaces infected keratin of skin, hair, and nails. 


Clinical efficacy, safety, and convenience 


The Ultra-Fine fornwof FULVICIN®—in clinical use for over 15 years— possesses two vital keys to success in 
long-term ringworrr therapy: product familiarity, and the confidence that comes after years of effective and safe 
therapy. For your petient: dosage simplicity. The easy-to-remember, once-a-day routine that helps avoid dosage 
delinquency and the possibility of therapeutic setbacks when therapeutic plasma levels are not maintained. 
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Testosterone Metabolism in the Skin 


A Review of Its Function in Androgenetic Alopecia, Acne Vulgaris, and Idiopathic 
Hirsutism Including Recent Studies With Antiandrogens 


Vera H. Price, MD, FRCP(C) 


e Current concepts of testosterone me- 
tabolism in the human skin are reviewed, 
and the role of dihydrotestosterone in the 
pathophysiology of androgenetic alo- 
pecia, acne vulgaris, and idiopathic hir- 
sutism is discussed. The hypothesis is 
submitted that a temporary, increased 
dihydrotestosterone formation at specific 
skin target sites at different ages causes 
the normal development of certain sexual 
characteristics, as well as the androgen- 
dependent skin disorders. Future treat- 
ment of these conditions is discussed in 
light of recent studies with antiandrogens. 

(Arch Dermatol 111:1496-1502, 1975) 
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r recent years, the skin has been 
recognized as a major site for 
androgen metabolism, similar to the 
prostate gland and the male genitalia. 
This remarkable finding was preceded 
by two notable discoveries in testos- 
terone metabolism. First, dihydrotes- 
tosterone (DHT) rather than testos- 
terone is the most potent androgen 
end-organ effector in certain tissues, 
particularly in mediating growth.’ 
Second, DHT is formed mostly in the 
target cells themselves by the 5a- 
reduction of testosterone.*? This pe- 
ripheral conversion takes place mainly 
in the prostate gland, male genitalia, 
and the skin.*'^ These findings repre- 
sent a major change from the classical 
view of glandular hormone secretion 
and end-organ response in that the 
target organs further metabolize the 
secreted hormone into a more active 
form. 

Testosterone conversion in the skin 
causes the normal development of 
certain sexual characteristies at dif- 
ferent stages in life. The hypothesis 
is submitted that a rhythm is present 
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with specific skin regions showing in- 
creased DHT formation for a period, 
after which testosterone conversion 
falls to relatively low levels when the 
androgen-mediated activity is com- 
pleted. Testosterone metabolism in 
the skin may at times be abnormally 
excessive and have undesirable ef- 
fects. Acne vulgaris, idiopathic hir- 
sutism in women, and androgenetic 
alopecia (common baldness causec by 
androgen in genetically susceptible 
men" and women) may be the result 
of such temporary, excessive DHT 
formation in the affected skin. It has 
long been known that these condi- 
tions are all androgen-dependent and 
genetically determined. What was 
not known was that the increased an- 
drogen is formed in the affected skin 
site itself. In acne, the evidence for 
increased local DHT formation is 
documented.?'? In idiopathic hir- 
sutism, increased DHT formation in 
the affected skin has also been 
shown.” In androgenetic alopecia, 
the demonstration of increased DHT 
metabolism has been more elusive be- 
cause of the peculiarities and pitfalls 
of hair physiology that will be dis- 
cussed later. Nevertheless, the 5a-re- 
duction of testosterone is increased in 
the frontal scalp of balding individu- 
als,'ê as well as in the frontal scalp 
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of young balding stump-tailed ma- 
caques.” It has been suggested that 
high DHT levels in the genetically 
marked hair | follicles initiate bald- 
ness by inhibiting adenyl cyclase.'*-"* 

The profound effeet of androgen on 
the skin is best illustrated in a situ- 
ation where the inluence of andro- 


gen is lacking. For this reason, the 
testicular feminization syndrome as 
well as ar tly eescribed form of 


male pseudohermaphroditism are re- 
viewed. Finally, resent studies with 
antiandrogens are presented and the 
future treatment of androgenetic alo- 
pecia, acne vulgars, and idiopathic 
hirsutism is discussed. 


DIHYDROTES OSTERONE 
METABOLISM 


In normal males, approximately 
75% of plasma DHT is formed from 
the peripheral con-ersion of testos- 
terone, the principal circulating an- 
drogen.**'* In normal women, testos- 
terone conversion accounts for less 
than 20% of plasme DHT”; instead, 
androstenedione appears to be the 
major prehormone (Fig 1). Free tes- 
tosterone, or androstenedione, enters 
the peripheral target cell and is re- 
duced o DHT by “he enzyme 5a-re- 
ductase, with reduced nadide phos- 
phate (reduced nicetinamide adenine 
dinucleotide phospkate) as an essen- 
tial cofactor (Fig 1. In the skin, this 
reduction appears to take place in the 
microsemal fractior?"; in the prostate, 
it appears to take peace on the nuclear 
membrane.* The newly formed DHT 
is bound to a specific high-affinity re- 
ceptor protein that transports the an- 
drogen into the ce: nucleus where it 
is bound to the ch-omatin and initi- 
ates transcription or translation of 
the stored genetic nformation. 

Some DHT circulates in the plasma, 
and thus certain tssues that do not 
themselves form PHT may respond 
to this-circulating aormone (ie, skele- 
tal muscle). In the plasma, testoster- 
one and DHT are -ransported by the 
same binding protein. In normal men, 
the blood level of DHT is about one- 
tenth the level of testosterone, or ap- 
proximately 0.05ug”100 ml. The DHT 
is further abolmed in normal men 
. and wemen by target cells and in the 
liver gin by conversion to 5a- 
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Testosterone 


5a-Reductase | NADPH 


Dihydrotestosterone 


A S 
HO ys 


5a -Androstanediol 


diol. 


androstan-3a,178-diol| and then ex- 
creted in the urine. A small fraction 
of DHT is also metabolized by target 
cells and in the liver to 5a-androstan- 
38,17 B-diol'; most of this metabolite 
appears to be converted to urinary 
metabolites having a 3a-configura- 
tion. The skin and prostate form 
only 5a-metabolites of testosterone 
whereas the liver forms both 5a- and 
bB-metabolites.? In normal men, 
more than 50% of urinary 5o-andro- 
stan-3a,178-diol arises from the ex- 
trahepatic 5a-reduction of testoster- 
one.!?:?! 

In the embryo, DHT acts in the 
urogenital sinus to induce the forma- 
tion of the prostate and in the genital 
tubercle and genital swelling to pro- 
mote formation of the male external 
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Fig 1.—Pathway of testosterone metabolism in peripheral target cells; Sa- 
androstanediol refers to both 5a-androstan-3a, 178-diol and 5a-androstan-3f, 178- 
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genitalia. In adulthood, the further 
growth of the prostate appears to be 
due to increased DHT formation. In 
man and dog, benign prostatic hyper- 
trophy is a universal phenomenon, 
and there is a striking increase in 
DHT concentration in the prostate as 
the gland hypertrophies.*?* This 
demonstrates that a peripheral target 
tissue may in later life develop in- 
creased production of DHT and then 
androgen-dependent growth or activ- 
ity also increases. 

In the skin, the ability to form 
DHT has been demonstrated in every 
site tested including the scrotum, pre- 
puce, labia majora, clitoris, mons, leg, 
breast, thigh, sole, chest,” foreskin, 
inguinal skin,* face, back," flexor and 
extensor aspects of the forearms,” 
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abdomen,’ and the hair follicles 
themsleves. This is not to say that 
DHT formation is major in all these 
skin areas; DHT formation is rela- 
tively low in most skin areas except 
in those that are major sites of an- 
drogen-mediated growth. These sites 
vary at different ages. In infancy, 
they include primarily the perineal 
tissues such as the scrotum, foreskin, 
clitoris, and labia majora.*'^ It is in- 
teresting to speculate that, at pu- 
berty, certain hair follicles in the 
beard region, trunk, limbs, nostrils, 
and external ear are sites at which 
DHT formation is temporarily in- 
creased, resulting in the transforma- 
tion of vellus into terminal hair fol- 
licles. Certain sebaceous glands of the 
face, back, and chest might also be in- 
creased in size and secretion by in- 
creased DHT formation at puberty. 
The pattern and duration of this pu- 
bertal hair growth and sebaceous hy- 
peractivity are determined by genetic 
factors. 

The main action of DHT relates to 
growth. The speculation is offered 
that, with the completion of its 
growth-promoting effects, the rate of 
DHT formation at a particular target 
site may greatly decrease. This con- 
cept appears to be confirmed in the 
foreskin*'^ and in the female genital 
skin. ^ In the foreskin, DHT forma- 
tion rises during the first three 
months after birth and then progres- 
sively falls until, in the adult, DHT 
formation is as low in the foreskin as 
in nonperineal tissues.*'^ Similarly, in 
the genital skin of female fetuses, 
DHT is a major metabolite of testos- 
terone conversion, whereas in fetal 
abdominal skin, the main metabolite 
is androstenedione.” In adult women, 
however, the amount of DHT formed 
by the labia majora is only slightly 
greater than that formed by abdomi- 
nal skin.** 

Thus, DHT activity may increase at 
different target sites at different ages 
and then fall to relatively low levels 
when the activity or growth has been 
completed. The key variables that 
must be appreciated in understand- 
ing the role of DHT in any androgen- 
mediated activity are timing, locali- 
zation, and rate of transformation. 

Testosterone itself has certain es- 
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sential functions, and it is not solely a 
prehormone for DHT. Testosterone is 
necessary for the normal develop- 
ment of the wolffian-duct system and 
its derivatives, namely the epi- 
didymis, vas deferens, and seminal 
vesicles. Certain pubertal events such 
as the deepening of the voice, the 
growth of the phallus and scrotum, 
and increase in muscle mass appear 
to be mediated by testosterone." 
Moreover, testosterone, and not DHT, 
appears to be the important behav- 
ioral regulator. In the castrated male 
and female rat, normal mating be- 
havior is restored by testosterone and 
not by DHT. Further, patients 
with normal testosterone function, 
but with a deficiency of DHT, have a 
male psychosexual orientation (post- 
pubertal). It is conceivable that 
pharmacologic agents could be used 
to block DHT at a given target site 
without interfering with the psycho- 
logic and other important effects of 
testosterone. 


ROLE OF DHT IN ACNE VULGARIS 


That acne vulgaris is an androgen- 
dependent condition is accepted al- 
though, in the past, it was not pos- 
sible to demonstrate quantitatively 
any increased androgen activity. The 
level of plasma testosterone is nor- 
mal in patients with acne in most 
cases.?^? However, it has been shown 
recently that acne-bearing skin pro- 
duces 2 to 20 times more DHT than 
normal skin from corresponding 
areas." Furthermore, the urinary ex- 
cretion of 5a-androstan-3a,17 fi-diol in 
patients with active acne vulgaris is 
noticeably elevated. These findings 
support the concept that, during the 
active phase of acne vulgaris, DHT 
formation is increased in the affected 
skin. Pharmacologic studies in rats 
have shown that the conversion of 
testosterone to DHT and other 5a- 
reduced metabolites in sebaceous 
glands may be pituitary-dependent.* 
Whether the increased sebum produc- 
tion itself plays the major role in the 
pathogenesis of acne or whether 
other androgen-mediated factors are 
equally important is not known. It is 
possible that DHT-mediated changes 
in the thickness and quality of the 
keratin, in sebum composition, and in 


the permeability of the pilosebaesous 
duct epithelium may also be impor- 
tant in the development of acne." 


ROLE OF DHT IN IDIOPATHIC 
HIRSUTISM IN WOMEN 


Idiopathic hirsutism is an andro- 
gen-dependent, genetically deter- 
mined condition in which plasma tes- 
tosterone levels may be normal in one 
third of patients." The source of the 
androgen in women with increased 
plasma testosterone levels has not 
been clearly shown. Stimulation and 
suppression tests of the adrenals and 
ovaries have not predicted the patho- 
logic source of testosterone nor have 
they offered a rational guide to ther- 
apy.^ There is mounting evidence 
that, in women with idiopathic hir- 
sutism, DHT formation :s greatly 
increased in the involved hair fol- 
licles.'** A corresponding increase in 
urinary 5a-androstan-3a,17f-diol has 
also been found." In these patients, 
as in normal women, circulating an- 
drostenedione, after reduction inside 
the target cells to testosterone, seems 
to be the major source of DHT and 
thence of urinary 5a-androszan- 
3a,17 B-diol.'? 

Women with hirsutism have higher 
rates of sebum excretion,** pharmaco- 
logically-induced sweat excretion," 
and total skin collagen content? than 
have normal women of the same age. 
The values in hirsute women may ap- 
proach those of normal men of the 
same age. For these reasons, it has 
been suggested that the whole skin is 
virilized in hirsutism and that the 
term "primary cutaneous virilism" is 
a more accurate term than "idio- 
pathic hirsutism."*^ 

Aene vulgaris and idiopathic hir- 
sutism often occur in the same pa- 
tients although, in some cases, one 
condition occurs without the other. 
There is no adequate explanation for 
this at present. 


ROLE OF DHT IN 
ANDROGENETIC ALOPECIA 


In view of the findings in acne vul- 
garis and idiopathie hirsutism, it 
seems likely that, in androgenetic alo- 
pecia, there is a similar increased lo- 
cal DHT conversion in the affected 
hair follicles during the active phase 
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of the condition. The experimental 
evidence here, however, has been 
more elusive than in the two previous 
conditions, bably because of the 
peculiarities of human scalp follicular 
physiology. The pitfalls in designing 
experiments to unravel the biochemi- 
cal genesis of androgenetic alopecia 
are many. The following character- 
istics of human scalp follicles must be 
taken into account when studying an- 
drogenetic alopecia: 

First, in subjects predisposed to an- 
drogenetic alopecia, androgen metab- 
olism in the frontal sealp follicles dif- 
fers from that in the occipital scalp 
follicles, and therefore the lo- 
cation of follicles chesen for study is 
critical. | 

Second, the increased DHT conver- 
sion will be appreciable only during 
the active or developing stage of alo- 
pecia. This principle applies also when 
studying testosterone metabolism in 
acne; the affected sebaceous glands 
are studied while the acne is in an ac- 
tive stage, not when the process is 
over and only postaene scarring re- 
mains. Similarly, in androgenetic alo- 
pecia, the isposed frontal follicles 
must be studied whre the alopecia is 
developing in young genetically pre- 
disposed individuals. Among the sev- 
eral studies that have been made of 
testosterone metabelism in the hu- 
man scalp, most have involved either 
patients whe were not balding?»9« 
or patients who wer? already bald or 
"nearly bald."" In the most recent 
study of human hair^* the importance 
of examining hair reots in young, ge- 
netically prone indi-iduals is empha- 
sized. Tm 

Takashima and Montagna showed 
in the stump-tailec macaques (ani- 
mals in which all adult males develop 
frontal alopecia in a pattern similar 
to man) that DHT formation is high- 
est in the frontal scalp of young ani- 
mals.” As the animals age and the 
frontal alopecia becomes complete, 
the amount of DHT formed by the af- 
fected hair follicle decreases and 
that of less active metabolites, such 
as androstenedione, increases. The 
decisive human experiment showing 
androgen metabolism in frontal hair 
follicles in early developing baldness 
in susceptible mem and women has 
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yet to be made. Nevertheless, it has 
been shown that the uptake, metabo- 
lism,” and 5a-reduction of testoster- 
one in balding men is greater in hair 
from the frontal scalp than in hair 
from other scalp sites in the same in- 
dividuals and greater than in the 
hair of nonbalding men and women.'* 
In the human scalp not predisposed to 
androgenetic alopecia, the major tes- 
tosterone metabolite appears to be 
androstenedione.*?-*^ 

Third, the hair cycle greatly influ- 
ences follicular androgen metabo- 
lism.'5?».5^* In the scalp, anagen fol- 
licles have three to eight times more 
5a-reductase activity than telogen 
follicles” and twice the glycolytic en- 
zyme activities of resting follicles.*^*' 
Since the proportion of telogen hairs 
in the scalp increases with age* and 
with balding, it is important to con- 
sider the hair cycle when evaluating 
experimental results. An aging, bald- 
ing frontal scalp has a greater per- 
centage of telogen follicles; the 5a- 
reductase activity here will be 
relatively low; the proportion of weak 
metabolites such as androstenedione 
will be relatively high. This empha- 
sizes the importance of using follicles 
from a young frontal scalp with early 
alopecia in order to obtain a true pic- 
ture of testosterone metabolism in 
common baldness. In a young frontal 
scalp, the proportion of anagen fol- 
licles is high and the quantity of DHT 
and other 5a-reduced metabolites in 
these follicles will represent more ac- 
curately the events in androgenetic 
alopecia. 

A fourth variable influencing ex- 
perimental results is the selection 
of methodology. Whether individual 
plucked follicles!'*7*5*5* or whole skin 
slices? are used will affect the final 
results. The experimental design 
must consider the variation in the 
size of the hair roots in different in- 
dividuals, in different areas, and in 
different phases of the hair growth 
cycle.* To accommodate this vari- 
ation, Schweikert and Wilson used 
the DNA content of the hair root as a 
reference to the number of cells ex- 
amined.'* The optimal in vitro condi- 
tions for studying androgen metabo- 
lism in hair follicles are not yet 
defined. 


Clinically, androgenetic alopecia is 
the transformation of large, stout 
terminal hairs to short, thin vellus 
hairs in genetically predisposed men 
and women. (The transformed vellus 
follicles retain their arrector pili mus- 
cles, differing in this from true vellus 
follicles, which lack an arrector pili 
muscle.") Herein lies a paradox: in 
most situations, androgen activity 
stimulates growth; in androgenetic 
alopecia, androgen does not cause 
growth but rather the reverse, a pro- 
gressive miniaturization of pre- 
disposed follicles.” It is not known 
why androgen should have two appar- 
ently opposite effects on the hair 
follicles in hirsutism and in andro- 
genetic alopecia. The answer may lie 
in the genetie code within the target 
cell nuclei themselves. 


MALE 
PSEUDOHERMAPHRODITISM 


The tremendous importance of the 
skin as an androgen target organ 
is strikingly demonstrated by two 
forms of male pseudohermaphroditism 
in which the influence of andro- 
gen is lacking to different degrees. 
(In contrast to the true hermaphro- 
dite, who has gonadal tissue of both 
sexes, the pseudohermaphrodite has 
unequivocal gonadal differentiation 
of one sex only but has some of 
the genital appearance of the other. 
The male pseudohermaphrodite has 
testes, the female pseudohermaphro- 
dite ovaries.**) 

The testicular feminization syn- 
drome is the most complete form of 
male pseudohermaphroditism. In this 
syndrome, genotypic males develop as 
phenotypic females because of a he- 
reditary resistance to the action of 
testosterone and the lack of andro- 
gen-dependent differentiation.**-* 
The defect appears to be a mutation 
of the androgen-receptor protein in 
the peripheral target cells, which 
makes them unable to concentrate 
androgens at their presumed site of 
action in the cell nucleus.*'** The na- 
ture of the mutational change affect- 
ing the receptor protein is not yet 
agreed on, for it has been variously 
described as decreased in amount,* 
normal in amount, and increased in 
amount? in the target cells. The 
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plasma testosterone level in these pa- 
tients is in the normal male range*; 
plasma estrone and estradiol levels, 
on the other hand, are higher than in 
normal males due to a failure of nor- 
mal androgen feedback on the pitui- 
tary.” 

Of great interest are the clinical 
features of these patients.^* At 
pubtrty, they form well-developed 
breasts and rounded body contours. 
The pubic and axillary hair is absent 
or scanty. Facial and body hair is ab- 
sent, as in a child. The skin is soft, 
smooth, and free of acne. Scalp hair is 
thick with no temporal recession. The 
external genitals are female, but the 
gonads are male. These patients show 
the effects of an almost total absence 
of androgen combined with the re- 
sultant enhanced estrogen secretion. 

In contrast to the patients with tes- 
ticular feminization who show the ef- 
fects of a deficiency of both testoster- 
one and DHT, the following special 
group of male pseudohermaphrodites 
shows the effect of a DHT deficiency 
alone. Two recent reports have de- 
scribed patients in whom a deficiency 
of the enzyme 5a-reductase results 
in decreased conversion of testos- 
terone to DHT.*** (This type of 
male pseudohermaphroditism is also 
known as familial incomplete male 
pseudohermaphroditism, type 2, or as 
pseudovaginal perineoscrotal hypo- 
spadias.) These patients demonstrate 
the selective roles for testosterone 
and DHT during embryogenesis and 
at puberty." At birth, the defect is 
limited to incomplete differentiation 
of the male external genitalia; mas- 
culinization of the internal structures 
is normal. In the past, these patients 
have been reared as girls because of 
the ambiguity of the external gen- 
italia. However, at puberty, their 
voice deepens and they develop a typ- 
ical male phenotype with a substan- 
tial increase in muscle mass; there is 
no breast enlargement.? ** The phal- 
lus enlarges, and the scrotum becomes 
rugated and hyperpigmented.”’* The 
testes descend from the inguinal 
canal, and there is an ejaculate.” At 
the same time, the prostate remains 
small or absent, there is no acne or 
temporal recession of the hairline, 
and beard growth is scanty.” Psycho- 
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sexual orientation of these patients is 
unequivocally male.” Thus, testoster- 
one appears to mediate the anabolic 
events at puberty such as the increase 
in muscle mass, the growth of the 
phallus and serotum, and the voice 
change."  Dihydrotestosterone ap- 
pears to mediate the growth of the 
prostate, beard growth, and the de- 
velopment of acne and temporal re- 
cession of the hairline.” The male sex 
drive appears to be testosterone-re- 
lated and not DHT-related." Thus, 
these patients provide the most con- 
vincing evidence to date of the role of 
DHT in the normal development of 
certain sexual characteristics as well 
as in the development of acne and 
androgenetic alopecia. 


FUTURE MANAGEMENT OF ACNE, 
HIRSUTISM, AND 
ANDROGENETIC ALOPECIA 


There is now substantial evidence 
that, in aene, androgenetic alopecia, 
and idiopathic hirsutism (as well as in 
benign prostatic hypertrophy), there 
is a temporary, excessive DHT pro- 
duction in the affected target tissues. 
Since this excessive DHT is impli- 
cated in the pathogenesis of these 
conditions, it is highly desirable to 
block its effect with the local use of 
antiandrogens directly, topically, on 
the affected skin. With the proper an- 
tiandrogen, this local approach should 
have little systemic effect, and the 
psychologic and other important roles 
of testosterone itself should not be af- 
fected. Two sites where the action of 
DHT might be blocked are shown in 
Fig 2. Site A involves blocking the en- 
zyme 5a-reductase that reduces tes- 
tosterone to DHT. Site B involves in- 
terception of the highly specific 
androgen-receptor protein that binds 
with DHT and transports it to the cell 
nucleus. 

There are several effective inhib- 
itors of testosterone 5a-reduction in 
the human skin including progester- 
one,?^5»-5 4-androsten-3-one-17f-car- 
boxylie acid (178C),5^* androstenedi- 
one,?^5* and deoxycorticosterone.?®:55:58 
These steroids all have a structural 
resemblance to testosterone and thus 
compete with testosterone for the 
binding site on the enzyme 5a-reduc- 
tase. The essential structural require- 


ments for an effective inhibitor are a 
3-keto-A‘ structure in ring A ané a 178 
(but not a) side-chain.?^?*5* Andros- 
tenedione and  deoxycorticosterone 
are unsuitable for use because of 
their side effects. Androstenedione 
can be transformed into testosterone 
in the skin* and thus would act as an 
androgen rather than an anti- 
androgen** deoxycorticosterone has a 
profound influence on mineral metab- 
olism and this eliminates it from 
use.* Progesterone and 178C, on the 
other hand, both appear to be biologi- 
cally suitable as antiandrogenic 
agents. 

Progesterone is one of the most po- 
tent inhibitors of testosterone 5a-re- 
duction.?^55»5* It is a natural substrate 
for the same 5a-reductase, and it may 
be a naturally occurring antiandro- 
gen that, in fetal life, protects the 
hypothalamic-anterior  pituitary-go- 
nadal axis from excessive andro- 
gens.” Progesterone greatly inhibits 
the 5a-reduction of testosterone in 
human foreskin in vitro" and in the 
pubic skin of normal males after topi- 
cal application in vivo. There 
has been concern that progesterone 
might be a precursor for active andro- 
gens in the testis or adrenal after ab- 
sorption into the blood stream.* 
There is now some evidence that this 
may not be a valid concern. More 
than 70% of topically applied proges- 
terone is metabolized in the skin, and 
the products of cutaneous progester- 
one 5a-reduction are not known to 
have androgenic effects. In fact, it 
has been suggested that the cutane- 
ous metabolism of progesterone by 
the fetus in utero may protect 
against high levels of progesterone in 
amniotic fluid.* 

Another effective and biologically 
practical inhibitor of 5a-reductase 
is 178C and its methyl ester 
(1I78BME).^5»5** When topically ap- 
plied to the hamster flank organ (an 
androgen-dependent sebaceous struc- 
ture on each flank), 178C and 17BME 
effectively block the 5a-reduction of 
testosterone to DHT and 5a-andro- 
stan-3a, 178-diol?**" In microsomal 
preparations of human skin, 178C is 
also a highly effective inhibitor of tes- 
tosterone 5a-reduction.^ This com- 
pound is of particular interest be- 
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cause it has known hormonal 
activity and is net a precursor for any 
steroid hormone. Thus, theoretically 
it could be an ideal, safe anti- 
androgen. Studies using 178C or 
178ME topically on human skin are 
awatied with great interest. 

An alternative approach to block- 
ing DHT action involves interception 
of the cytoplasmic receptor protein 
that binds DHT and transports it to 
the cell nucleus (Fig 2). Specific an- 
drogen-receptor proteins have been 
demonstrated i human skin,” as well 
as in rat skin," hamster sebaceous 
glands;** and the prostate.*** Cy- 
proterone and its 17a-acetate effec- 
tively block the binding of DHT to 
specifie receptor proteins in the pros- 
tate^** and in sebaceous glands.*** 
These potent antiandrogens have 
been studied extensively in experi- 
mental animais.;*** However, to 
date few studies have been reported 
with topical application of cy- 
proterone in human skin. In one such 
study, the topical use of 10% cy- 
proterone acetate im 50% dimethyl- 
sulfoxide in 12 patients with acne did 
not decrease se»um production or im- 
prove the acne^* Inadequate absorp- 
tion might explain this failure, as 
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Fig 2.—Diagram showing two sites where action of dihydrotestosterone might be 
blocked within cytoplasm of peripheral target cell (ie, in hair follicle or sebaceous 


gland). 


dimethylsulfoxide may not be an ideal 
vehicle for cyproterone.** 

A highly specific treatment for 
acne vulgaris, androgenetic alopecia, 
and idiopathic hirsutism may lie in 
the successful search for a safe, effec- 
tive, topical antiandrogen. It is hoped 
that more investigators will be stimu- 
lated to work in this field and that a 
highly specific pharmacologic block- 
ing agent will become available. 

Subsequent verbal communication 
with J. Imperato-McGinley, MD (Jan- 
uary 1975), produced further details 
about pubertal terminal hair growth 
in patients with a deficiency o? the 
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Cort-Dom ® 


(hydrocortisone Tar 


micronized, microdispersed hydrocortisone... 





1% 


Feme 
acıq pH 





micro-priced per gram 


skin lesions 


Indications: For relief of the inflammatory manifestations of 
corticosteroid-respensive dermatoses. Contraindications: 
Topical steroids are contraindicated in varicella and vac- 
cinia. Topical steroids are contraindicated in those patients 
with a history of hypersensitivity to any of the components 
of the preparation. Precautions: If irritation develops, the 
produc: should be discontinued and appropriate therapy 
instituted. In the presence of an infection, the use of appro- 
priate antifungal or antibacterial agents should be instituted. 
If a favorable response does not occur piompry, the corti- 
costeroid should be discontinued until the infection has 
been adequately centrolled. If extensive areas are treated 
or if the occlusive technique is used, the possibility exists 
of increased systemic absorption of the corticosteroid and 
suitable precautions should be taken. Although topical ste- 
roids have not beer reported to have an adverse effect on 
pregnancy, the safety of their use in pregnant females has 
not absolutely beer established. Therefore, they should not 


dependable relief of inflamed, itching, edematous 


Acid Mantle* therapeutic vehicle helps restore 
normal acid skin pH 


time-tested effectiveness and safety 


be used extensively on pregnant patients, or in large 
amounis, or for prolonged periods of time. The product is 
not for ophthalmic use. Adverse Reactions: The following 
local adverse reactions have been reported with topical 
corticosteroids: burning, itching, irritation, dryness, follicu- 
litis, hypertrichosis, acneform eruptions and hypopigmen- 
tation. The following may occur more frequently with 
occlusive dressings than without such therapy: maceration 
of the skin, secondary infection, skin atrophy, striae and 
miliaria. Dosage and Administration: Apply to affected 
areas 3 or 4 times daily. Caution: Federal (U.S.A.) law pro- 
hibits dispensing without prescription. For external use 
only. Store at controlled room temperature (59°-86° F). 


Dome Laboratories 


Division Miles Laboratories Inc 
West Haven Connecticut 06516 USA 
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vance to break 
einfestation cycle. 


fills lice that remain on upholstery, 
slankets, bedding, clothing and 

ather places...that frequently reinfest 
he patient or infest his family. 


cers preci 
New, nonprescription Gem LL 


Introducing KwellS 


with synergised pyrethrins and gamma benzene hexachloride 
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INSECTICIDE 


sediculi and their cva can survive (for a time) off the human host. Thus, 
wen though the petient may have been successfully rid of lice on his 
serson, immediate reinfestation Is possible or a fresh infestation of other 
mmily members may occur. 

New Kwe!lSp-ay is specially formulated to provide parasite con- 
ol for what you wear and where you were. Its special formula contains 

mynergised pyrethr ns. "Pyrethrins are exceptionally rapid in their effect 
oon insects...." The other important active ingredient is gamma 
wenzene hexachlor de which, as a pediculicide, has been shown to be 
Mirtually 100% effective." 

KwellSpray can be sprayed on upholstery, blankets, bedding, 
Mothing and other objects where lice and their eggs are known to linger, 

>) help break the infestation/reinfestation cycle. 

After you have prescribed a specific for parasites on the scalp or 
ody, complete the regimen with the specific for parasites off the body 
ith new, nonprescription KwellSpray Insecticide. 

Caution: Not *or use on humans or animals. Avoid breathing of 
wapor and contact with eyes or skin. Vacate room after treatment and 
mentilate before reoccu pying. References: 1. Osol, A. and Farrar, G.E., eds., United States 

spensatory, Philadelphia, J.B. L.ppincott Co., 25th edition, 1960, p. 2012. 2. Patient Care 7:94. Nov. 1, 1973. 
Reed & Carnrick/ Kenilworth, N.J. 07033 


KwellSpray. Keeps lice from making a comeback. 
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The remarkable Aeroseb-D patented delivery system can do what no other steroid can. 

As well as keeping your patient's hair unruffled, Aeroseb-D will treat dozens of difficult 
to reach areas of the body. Behind the back. Between the toes. Even through panty hose to get 
at painful sunburn. 

Aeroseb-D offers the patient acceptance you desire by giving your patients the convenience 


they desire. 
No steroid is more convenient or easier to use than Aeroseb-D. 





Aeroseb-D (dexamethasone) topical aerosol spray PRECAUTIONS !! irritation develops. the product should be d tnued and ap ropriate therapy 
DESCRIPTION: Each aerosol contains 15Gm* 90Gm  iMsiituled 

in the presence of an infection. the use o! appropriate antitunga! or antibactenal agents should be 
dexamethasone ... Wa es Meses a anes , ELLE 1 66 mg 10 mg instituted. Il a favorable response does not! occur promptly. the rt troid Should be discontinua 
alcohol (419% by weight)... : P——— ee M 4e 628 Gm 377 Gm jnhi the infection has been adequately controlled 
with isopropy! myristate and propellant (dichlorotetrafluoroethane) It extensive areas are treated or it the occlusive technique is used the possibility 2xisIs of increases 
Each 1 second of spray disperses approximately 0023 mg o! dexamethasone systemic absorption of the corticosteroid and suitable precautions should be take? 
"Sample size only —not available for sale When used about the tace. the eyes should be covered and inhalation ct the spray should be avoidé 
INDICATIONS For relie! of Ihe inflammatory manifestations of corticosteroid-responsive dermatoses This medication contains alcohol It may produce irritation or burning sensations n open lesions 
CONTRAINDICATIONS Topica! steroids are contraindicated in viral diseases of the skin such as ADVERSE REACTIONS The following local adverse reactions have been reported with topical cort 
vancella and vaccinia Steroids, either with or without occlusive dressings burning sensations itching. etaton, aryness 
Topical steroids are contraindicated in those patients with a history of hypersensitivity to any of the folliculitis, secondary inlection, skin atrophy, striae. hypertricho: ICNetorm eruphon and 
components of the preparator hypopigmentation 


Thi preparation is not for ophthalmic use 

Topic i! Slerords should not be used when rculation is markedly impaired 

WARNINGS USAGE IN PREGNANCY Although topical steroids have not been reported to nave ar 
adverse etfect on the letus. the satety of their use in pregnant females nas not absolutely been 
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G. S. HERBERT LABORATORIES, 2525 DUPONT DRIVE, IRVINE CALIF 92664 


NOW, 1/2 THE. 
RISEOFULVIN 

IS ALL YOU 

NEED 

FOR EFFECTIVE 
meee: 





DORSEY LABORATORIES ANNOUNCES 
THE NEWEST DRUG DELIVERY SYSTEM 
FOR IMPROVED ABSORPTION EFFICIENCY: 


new, 

unique 

Gris-PEG 

(griseofulvin 

ultramicrosize) Tablets 125 mg 


An ultramicrocrystalline solid-state dispersion of 
griseofulvin in polyethylene glycol 6000. 


THE NEW 1/2 DOSE GRISEOFULVIN 





1959 1962 1975 


the macrosize fhe microsize Dorsey Laboratories 
crystal crystal introduces the 
ultramicrosize crystal 





Daily Dose: Daily Dose: Daily Dose: ] 
] gm 500 mg 250 mg 


New solid-state dispersion of griseofulvin in polyethylene 
glycol 6000 producss ultramicrosize crystals of 
griseofulvin for improved absorption efficiency. 


NOW IMPROVED ABSORPTION PRODUCES 
EQUIVALENT PLASMA LEVELS WITH 1/2 THE USUAL DOSE 


THE PLASMA LEVELS OF Gris-PEG AND GRISEOFULVIN COMPARED. THE PLASMA LEVELS OF Gris-PEG AND GRISEOFULVIN COMPARED. 


SINGL= DOSE STUDY 


No statistically significant 
difference between these curves. 


MULTIPLE DOSE STUDY 


No statistically significant 
difference between these curves. 


250 mg iris-PEG (griseofulvin ultramicrosize) 
(2 x 1259mg tablets) 


: 250 mg Gris-PEG (griseofulvin ultramicrosize ) 
(2 x 125 mg tablets) b.i.d. 
e 500 mg griseofulvin (microsize) tablets b.i.d. 
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PLASMA CONCENTRATIONS 


-e 500 mg griseofulvin (microsize) tablets 








BL 3 4 6 8 10 12 24 | 
HOURS HOURS 
Based on & single dose double-blind bioavailability study Based on a double-blind multiple dose steady state crossover 
conducted in 24 human volunteers comparing the average bioavailability study conducted in 17 human volunteers 
griseofulvin (microsize) end Gris-PEG plasmalevels. Thereis comparing the average griseofulvin (microsize) and Gris-PEG 
nosignificant difference between peak plasma levels, times to plasma levels obtained on days 9, 11 and 13. There is nc 
peak, and areas under the curve. Gas chromatographic assay. significant difference between times to peak, peak plasma levels, 
and areas under the curve. Gas chromatographic assay. 
250 mg of Gris-PEC "" (griseofulvin ultramicrosize) u " 
provides plasma levels equivalent to those obtained f | s" 
with 500 mg of mic-osized griseofulvin. This factor 


permits the oral intake of half as much griseofulvin but 


there is no evidence, at this time, that this confers any (gri seof U VI nN 


significant clinical differences in regard to safety and 
efficacy. 


The daily dosage »f Gris-PEG for most fungal infections u Itra Y) | C rOS | ze) 


is 250 mg. Gris-PES Tablets give you the flexibility of 
once-a-day or b.i.d. dosage. And you give the patient T bI t 12 5 
the same effectiveress at a lower cost. a (4 S T) g 
Gris-PEG is available as 125 mg tablets. New from DORSEY LABORATORIES 
Division of Sandoz, Inc. 


For complete prescribing information, 
see following page. 


Gri, PEG 


griseofulvin 


ultramicrosize) Tablets 


125 mg 


The new 1/2 dose griseofulvin. 


DESCRIPTION 


Griseofulvin is an antibiotic derived 
from a species of Penicillium. 


Gris-PEG is an ultramicrocrystalline 
solid-state dispersion of griseofulvin 
in polyethylene glycol 6000. 


Gris-PEG tablets differ from griseo- 
fulvin (microsize) tablets USP in that 
each tablet contains 125 mg of ultra- 
microsize griseofulvin biologically 
equivalent to 250 mg of microsize 
griseofulvin. 


ACTION 


Microbiology: Griseofulvin is fungi- 
static with in vitro activity against vari- 
ous species of Microsporum, Epider- 
mophyton and Trichophyton. It has 
no effect on bacteria or other genera 
of fungi. 


Human Pharmacology: The peak plas- 
ma level found in fasting adults given 
0.25g of Gris-PEG occurs at about 
four hours and ranges between 0.37 
to 1.6 mcg/ml. 


Comparable studies with microsize 
griseofulvin indicated that the peak 
plasma level found in fasting adults 
given 0.5 g occurs at about four 
hours and ranges between 0.44 to 1.2 
mcg/ml. 


Thus, the efficiency of gastrointestinal 
absorption of the ultramicrocrystalline 
formulation of Gris-PEG is approxi- 
mately twice that of conventional 
microsized griseofulvin. This factor 
permits the oral intake of half as much 
griseofulvin per tablet but there is no 
evidence, at this time, that this confers 
any significant clinical differences in 
regard to safety and efficacy. 


Griseofulvin is deposited in the keratin 
precursor cells and has a greater affin- 
ity for diseased tissue. The drug is 
tightly bound to the new keratin which 
becomes highly resistant to fungal 
invasions. 


INDICATIONS 


Gris-PEG (griseofulvin ultramicrosize) 
is indicated for the treatment of the 
following ringworm infections: 


Tinea corporis (ringworm of the body) 
Tinea pedis (athlete's foot) 

Tinea cruris (ringworm of the thigh) 
Tinea barbae (barber s itch) 

Tinea capitis (ringworm of the scalp) 
Tinea unguium (onychomycosis; ring- 
worm of the nails) 


when caused by one or more of the 
following genera of fungi: 


Trichophyton rubrum 
Trichophyton tonsurans 
Trichophyton mentagrophytes 
Trichophyton interdigitalis 
Trichophyton verrucosum 
Trichophyton megnini 
Trichophyton gallinae 
Trichophyton crateriform 
Trichophyton sulphureum 
Trichophyton schoenleini 
Microsporum audouini 
Microsporum canis 
Microsporum gypseum 
Epidermophyton floccosum 


NOTE: Prior to therapy, the type of 
fungi responsible for the infection 
should be identified. 


The use of the drug is not justified in 
minor or trivial infections which will 
respond to topical agents alone. 


Griseofulvin is not effective in the fol- 
lowing: 


Bacterial infections 
Candidiasis (Moniliasis) 
Histoplasmosis 
Actinomycosis 
Sporotrichosis 
Chromoblastomycosis 
Coccidioidomycosis 

North American Blastomycosis 
Cryptococcosis (Torulosis) 
Tinea versicolor 
Nocardiosis 


CONTRAINDICATIONS 


This drug is contraindicated in pa- 
tients with porphyria, hepatocellular 
failure, and in individuals with a his- 
tory of sensitivity to griseofulvin. 


WARNINGS 


Prophylactic Usage: Safety and Effi- 
cacy of Griseofulvin for Prophylaxis of 
Fungal Infections Has Not Been Estab- 
lished. 


Animal Toxicology: Chronic feeding of 
griseofulvin, at levels ranging from 
0.5-2.5% of the diet. resulted in the 
development of liver tumors in several 
strains of mice, particularly in males. 
Smaller particle sizes result in an en- 
hanced effect. Lower oral dosage lev- 
els have not been tested. Subcutane- 
ous administration of relatively small 
doses of griseofulvin, once a week, 
during the first three weeks of life has 
also been reported to induce hepato- 
mata in mice. Although studies in other 
animal species have not yielded evi- 
dence of tumorogenicity, these studies 
were not of adequate design to form 
a basis for conclusions in this regard. 


In subacute toxicity studies, orally ad- 
ministered griseofulvin produced 
hepatocellular necrosis in mice, but 
this has not been seen in other spe- 
cies. Disturbances in porphyrin metab- 
olism have been reported in griseoful- 
vin treated laboratory animals. Griseo- 
fulvin has been reported to have a 
colchicine-like effect on mitosis and 
cocarcinogenicity with methylcholan- 
threne in cutaneous tumor induction 
in laboratory animals. 


Usage in Pregnancy: The safety of this 
drug during pregnancy has not been 
established. 


Animal Reproduction Studies: It has 
been reported in the literature that 
griseofulvin was found to be embryo- 
toxic and teratogenic on oral adminis- 
tration to pregnant rats. Pups with 
abnormalities have been reported in 
the litters of a few bitches treated with 
griseofulvin. Additional animal repro- 
duction studies are in progress. 


Suppression of spermatogenesis has 
been reported to occur in rats, but in- 
vestigation in man failed to confirm 
this. 


PRECAUTIONS 


Patients on prolonged therapy with 
any potent medication should be 
under close observation. Periodic 
monitoring of organ system function, 
including renal, hepatic and hema- 
topoietic, should be done. 


Since griseofulvin is derived from spe- 
cies of penicillin, the possibility of 
cross sensitivity with penicillin exists; 
however, known penicillin-sensitive 
patients have been treated without 
difficulty. 


Since a photosensitivity reaction is oc- 
casionally associated with griseofulvin 
therapy, patients should be warned to 
avoid exposure to intense natural or 
artificial sunlight. Should a photosen- 
sitivity reaction occur, lupus erythe- 
matosus may be aggravated. 


Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that 
patients receiving these drugs con- 
comitantly may require dosage adjust- 
ment of the anticoagulant during and 
after griseofulvin therapy. 


Barbiturates usually depress griseo- 
fulvin activity and concomitant admin- 
istration may require a dosage adjust- 
ment of the antifungal agent. 


ADVERSE REACTIONS 


When adverse reactions occur, they 
are most commonly of the hypersensi- 
tivity type such as skin rashes, urti- 
Caria, and rarely, angioneurotic edema, 
and may necessitate withdrawal of 
therapy and appropriate countermea- 
sures.Paresthesias of the hands and 
feet have been reported rarely after 
extended therapy. Other side effects 
reported occasionally are oral thrush, 
nausea, vomiting, epigastric distress, 
diarrhea, headache. fatigue, dizziness. 
insomnia, mental confusion and im- 
pairment of performance of routine 
activities. 


Proteinuria and leukopenia have been 
reported rarely. Administration of the 
drug should be discontinued if granu- 
locytopenia occurs. 


When rare, serious reactions occur 
with griseofulvin, they are usually as- 
sociated with high dosages, long pe- 
riods of therapy, or both. 


DOSAGE AND ADMINISTRATION 


Accurate diagnosis of the infecting 
organism is essential. Identification 
should be made either by direct micro- 
scopic examination of a mounting of 
infected tissue in a solution of potas- 
sium hydroxide or by culture on an 
appropriate medium. 


Medication must be continued until 
the infecting organism is completely 
eradicated as indicated by appropriate 
clinical or laboratory examination. 
Representative treatment periods are 
— tinea capitis, 4 to 6 weeks; tinea cor- 
poris, 2 to 4 weeks; tinea pedis, 4 to 8 
weeks, tinea unguium — depending on 
rate of growth — fingernails, at least 4 
months; toenails, at least 6 months. 


General measures in regard to hygiene 
should be observed to control sources 





of infection or reinfection. Concomi- 
tant use of appropriate topical agents 
is usually required particularly in treat- 
ment of tinea pedis. In some forms of 
athlete's foot, yeasts and bacteria may 
be involved as we! as funci. Griseo- 
fulvin will not eradicate the bacterial 
or monilial infection. 


An oral dose of 250 mg of Gris-PEG 
(griseofulvin ultramicrosize) is 
biologically equivalent to 500 mg of 
griseofulvin microsized, USP (see 
ACTION Human Pharmacology). 


Adults: A daily dose of 250 mg will give 
a satisfactory response in most pa- 
tients with tinea corporis, tmea cruris 
and tinea capitis. One 125 mg tablet 
twice per day or two 125 mg tablets 
once per day is the usual dosage. For 
those fungus infections more difficult 
to eradicate such as tinea pedis and 
tinea unguium, a divided daly dose of 
500 mg is recommended. In all cases, 
the dosage should be individualized. 


Children: Approximately 5 mg per kilo- 
gram (2.5 mg per poundi of body 
weight per day is an effectiwe dose for 
most children. On this bases, the fol- 
lowing dosage schedule for children 
is suggested: 


Children weighing over 25 kilograms 
(approximately 50 pounds)—125 mg 
to 250 mg daily. 


Children weighing 15-25 kilograms 
(approximately 30- 50 pounds) — 62.5 
mg to 125 mg dailv. 


Children 2 years of age and vounger — 
dosage has not been established. 


Dosage should be individualized, as is 
done for adults. Clinical experience 
with griseofulvin in children with tinea 
capitis indicates that a simgle daily 
dose is effective. Clinical relapse will 
occur if the medication is not contin- 
ued until the infecting organism is 
eradicated. 


CAUTION 
Federal law prohibits dispensing with- 
Out prescription. 


HOW SUPPLIED 


Gris-PEG (griseofuivin ultramicrosize) 
Tablets differ from ariseofulv.n (micro- 
size) tablets USP in that each tablet 
contains 125 mg of ultramicrosize 
griseofulvin biologically equ valent to 
250 mg of microsized griseofulvin. Two 
125 mg tablets of Gris-PEG are bio- 
logically equivalentto 500 mg of micro- 
sized griseofulvin. In bottles of 100 
scored tablets. 
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Ionizing Radiation Therapy 


in Dermatology 


Current Use in the United States and Canada 


Herbert Goldschmidt, MD 


f 


€ A comprehensive survey of the Task 
Force on lonizing Radiation of the Na- 
tional Program for Dermatology was an- 
swered by 2,444 desmatologists in the 
United States and Carada (53.6% of 4,560 
questionnaires). Computer analysis of the 
data shewed that 55.5% of dermatologic 
offices are equipped with superficial x-ray 
machines and/or greaz ray units and that 
44.3% oi derm | ologists use superficial x- 
rays or sh as i regularly. Most respon- 
dents (65.8%) favor increased practical 
instruction in radiotherapy in training pro- 
grams. A majority (62.4%) want examina- 
tions in radiation therapy by the American 
Board ef Dermatology continued or in- 
creased. Data dealing with training in ra- 
diation therapy, reasons for non-utiliza- 
tion, alternate care, sadiation safety, and 
economic consideraiions are presented 
in detail. Common indications for super- 
ficial x-ray therapy and grenz ray therapy 
are listed in order of frequency and per- 
centage of use. 

(Arch Dermatol 111:1511-1517, 1975) 





adiation therapy has been a use- 

ful therapeutic modality in der- 
matology for many decades. The in- 
troduction of more effective topical 
and systemic drugs, particularly anti- 
bioties and corticosteroids, and an 
increasing public awareness of the 
biologic effects of ionizing radiation 
and its pelintial hazards have re- 
sulted in a decrease in the use of ra- 


diation therapy by many practicing 


dermatologists during the past thirty 
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years. At the same time, there has 
also been a noticeable decline and de- 
emphasis in the teaching of radiation 
techniques in many dermatologic 
training programs. 

In order to assess the current role 
of radiation therapy in dermatologic 
practice, the Task Force on Ionizing 
Radiation of the National Program 
for Dermatology recently conducted a 
comprehensive survey on various as- 
pects of cutaneous radiation therapy. 
A detailed questionnaire assessing 
technical data, preferences, attitudes, 
and opinions about radiation therapy 
was mailed to all practicing dermatol- 
ogists and residents in the United 
States and Canada. The answers were 
evaluated by computer. Members of 
the Task Force who participated in 
the preparation of the survey were 
Earle W. Brauer, MD, Richard G. 
Davis, MD, Anthony N. Domonkos, 
MD, M. A. Everett, MD, John L. Fro- 
mer, MD, Arthur H. Gladstein, MD, 
Frederick D. Malkinson, MD, Samuel 
L. Moschella, MD, and Victor H. Wit- 
ten, MD. 


METHODS 


The four-page questionnaire dealt with 
24 major categories. Specifically, there 
were 91 questions with 429 possible an- 
swers. The questionnaires were mailed in 
October 1973 to 4,560 dermatologists from 
an American Medical Association list. In 
addition to dermatologists in the United 
States, this figure included 397 dermatolo- 
gists in Canada and 786 residents. After 
six weeks of circulation, the returned ques- 
tionnaires were tallied on Dec 15, 1973, and 
the survey was terminated. At that time, 
2,444 dermatologists (53.6%) had taken 


time to fill out the questionnaire. Even 
though identification by name was not re- 
quired, more than 50% of all questionnaires 
were signed. 


RESULTS 


All replies were tabulated accord- 
ing to location of practice, type of 
practice, experience, and patient load. 
The results are presented in Table 1. 

The dermatologists were asked to 
indicate the number of patients 
treated weekly with radiotherapy. Of 
the 2,316 physicians replying, 1,289 
(55.7%) are not using radiotherapy. 
One thousand twenty-seven physi- 
cians (44.3%) are using superficial x- 
ray therapy and/or grenz rays each 
week; of these, 672 (29%) use radia- 
tion therapy in one te five patients 
each week, 236 (10.2%) in 6 to 25 pa- 
tients, 72 (3.1%) in 26 to 50 patients, 
and 47 (2%) in more than 50 patients 
each week. 


Equipment 


When physicians were asked about 
the x-ray and grenz ray equipment 
available, 2,305 replies were received 
and tabulated. One thousand two 
hundred eighty offices (55.5%) were 
equipped with superficial x-ray and/ 
or grenz ray units. No equipment for 
ionizing radiation was available in 
1,025 (44.5%) of offices. These findings 
were confirmed by tabulating the re- 
plies to separate questions relating to 
the type of x-ray equipment used. 
One thousand two hundred thirty- 
three respondents stated that they 
owned 1,814 units. 

Replies to a different question indi- 
cated that x-ray equipment is avail- 
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able at a hospital for the use of 1,052 
(56.8%) dermatologists (total replies, 
1,853). Such equipment is not avail- 
able to 801 (43.2%) dermatologists. 

In order to determine more pre- 
cisely if the availability of x-ray 
equipment is associated to a greater 
degree with any of the identifying 
factors in Table 1, our data were sub- 
sequently correlated and tallied ac- 
cording to geographic area, type of 
practice, length of practice, number 
of patients seen each week, and num- 
ber of malignant neoplasms seen each 
week (Tables 2 through 6). Tabulation 
according to board certification, mem- 
bership on a teaching staff, or popu- 
lation of city did not show any note- 
worthy differences. 

The results of a survey of different 
types of radiation units used in der- 
matological offices are shown in Table 
7. Percentages are given both for the 
number of positive and negative re- 
plies. 


Indications and 
Utilization of Radiotherapy 


Of the 2,368 dermatologists who an- 
swered the question “how valuable is 
dermatological radiotherapy, in your 
opinion?” the responses were broken 
down as follows: 295 (12.5%) said it 
was indispensable; 1,588 (67.1%), val- 
uable in selected cases; 393 (16.6%), 
valuable in rare cases; 69 (2.9%), not 
valuable; and 23 (0.9%), completely 
contraindicated. 

Correlation of these data to various 
identifying factors (as in Table 1) did 
not indicate any notable differences 
with the following exceptions. Di- 
vided according to geographic area, 
dermatologists in the Southwest gave 
the highest percentage for “indis- 
pensable” (19.5%), while the lowest 
was reported from Canada (7.6%). No 
important differences were noted ac- 
cording to type of practice. The opin- 
ions of 204 residents are of special in- 
terest. Radiotherapy was rated as 
indispensable by 6 (2.9%), valuable in 
selected cases by 127 (67.2%), valuable 
in rare cases by 54 (26.5%), not valu- 
able by 4 (1%), and completely con- 
traindicated by 3 (1.5%). Radiation 
therapy was judged more valuable in 
direct proportion to increasing pa- 
tient load, number of malignant neo- 
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Location of Practice 
eographic area (2,384 replies) 

West 

Southwest 

Central 

Mid-Atlantic 

Southeast 

ortheast 

Canada 
opulation of city or town (2,335 replies) 

Up to 50,000 

50,000 to 100,000 

100,000 to 500,000 


ype of Practice (2,405 replies) 
Resident 
Private practice (solo) 
Private practice (group) 


Private practice and part-time teaching 
or research 


Geographic full time with part-time 
private practice 


Full time teaching or research 
Armed Forces 
Federal government 
Pharmaceutical industry 
Experience 
Board Certified (2,335 replies) 
Yes 
No 


Yes 
No 
Length of practice (2,273 replies) 
1-5 yr 
6-10 yr 
11-20 yr 
Over 20 yr 
Patient Load 


1-50 

50-100 
101-200 

More than 200 


None 


More than 50 





plasms treated, and years in practice. 

The number of dermatologists 
using or recommending ionizing ra- 
diotherapy and the percentage use of 


Table 1.—ldentification of Respondents by Location, Type of 
Practice, Experience, and Patient Load 


G 


ee 
N 


P 


Over 500,000 1 
Wm o —^——(O————— E o saa 
T 


P a r 


Staff of teaching institution (2,089 replies) 


So M M 


No. of patients seen each week (2,394 replies) 


No. of cutaneous malignant neoplasms seen each week (2,341 replies) 


1-5 1,313 56.1 
6-25 885 37.8 
26-50 69 3.0 
More than 50 9 0.3 


No. of patients treated with radiotherapy each week (2,316 replies) 





None 1,289 55.7 
1-5 672 29.0 
6-25 236 10.2 
26-50 72 3.1 







No. of Replies 





















212 8.8 
1,192 49.6 
375 15.6 
377 15.7 
80 3.3 
59 2.5 
88 3.5 
20 0.3 

2 0.1 














741 32.6 
349 15.4 
475 20.9 










260 10.9 
439 18.5 
1,127 47.1 
568 23.7 






65 2.E 














47 2.0 





superficial x-ray therapy (Table 8) 
and grenz ray therapy (Table 9) for 
each diagnosis was evaluated. The 
data are arranged according to fre- 
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Table 2 —Availability of X-ray and Grenz Ray Equipment in Different Geographic Areas (2,384 Replies) 












Area West Southwest Central Mid-Atlantic Southeast Northeast Canada 
No. of replies — 422 271 530 290 353 394 124 
X-ray eauipment 
available, % 220 (52.1) 179 (66.1) 295 (55.7) 140 (48.3) 170 (30.2) 208 (52.8) 48 (38.7) 
Grenz ray equipment 


available, % 134 (31.8) 90 (33.2) 110 (20.8) 64 (22.1) 55 (9.8) 115 (29.2) 23 (18.5) 





















Table 3.—Availability of X-ray and Grenz Ray Equipment in Different Types of Dermatological Practice (2,405 Replies) 







| Full 
| Time 
| Part- Geographic Teaching 
Type of Time Full or Armed Federal Pharmaceutical 
Practice Resident Solo Group Teaching Time Research Forces Government Industry 
No. of replies 212 1,192 375 377 80 59 88 20 2 
X-ray equipment 
available, % 44 (20.8) 703 (59) 241 (64.3) 217 (57.6) 26 (32.5) 8 (13.6) 27 (30.7) 6 (30) 0 (0) 
Grenz ray equipment 
available, % 34 (16.0) 292 (24.5) 110 (29.3) 112 (29.7) 15 (18.8) 4 (6.8) 32 (36.3) 1 (5.0) 1 (50) 














plies; (6) cost of equipment, 360 re- 
plies; (7) potential hazards, genetic 
mutations, 280 replies; (8) patient re- 
sistance, 244 replies; (9) lack of space, 
170 replies; (10) x-ray therapy is too 
much trouble, 173 replies; and (11) 


Table 4.—Availability of X-ray and Grenz Ray Equipment in Relation to 


| Number of Years in Practice (2,273 Replies) 











X-ray equipment 





available, % 202 (27.3) 148 (42.4) 319 (67.2) 564 (79.7) other potential hazards, 96 replies. 
Grenz ray equipment wie 
available, % 124 (16.7) 92 (26.4) 159 (33.5) 202 (28.5) Of 2,107 respondents, 49 (2.3%) indi- 














cated that they were involved in mal- 
| practice litigation related to the use 

of radiation therapy. Detailed expla- 
nations were attached to 36 of these 
replies, most of them indicating that 
litigation took place many years ago. 










Table 5.—Availability of X-ray and Grenz Ray Equipment in 


Relation to Patient Load (2,394 Replies) 












| 









Patients per week 1 to 50 51 to 100 101 to 200 Over 200 : x 
MLS. -oon — 39 08 1 009 oi replies. 260 439 1127 568 According to these, ten lawsuits were 
X-ray equipment settled out of court at relatively small 
available, % 72 (27.7) 165 (37.6) 630 (55.9) 401 (70.6) costs and nine were dismissed. This 
Grenz ray equipment would reduce the number of law suits 





available, % 






37 (14.2) 83 (18.9) 275 (24.4) 207 (36.4) 





that actually were settled by the 
court to approximately 30 (1.4%) of 
| 2107 replies. Diagnoses were men- 
Table 6.—Availability of X-ray and Grenz Ray Equipment in Relation to tioned in 30 replies; 20 lawsuits re- 
Number of Malignant Neoplasms Seen Weekly (2,341 Replies) sulted from treatment of benign skin 

| disorders and ten from treatment of 
skin cancers. 




























Malignant nopiaeme 
per week 

No. oftreplies 65 1,313 885 
X-ray equipment 
available, 9c 


Over 50 
G 


None 1to5 6 to 25 26 to 50 
69 








instruction in Radiation Therapy 


More than 2,000 dermatologists 
Grenzray equipment evaluated their own residency train- 
avaliable, % 81123) 286 (21.8) — 270 (30.5) ing in radiation therapy as shown in 
| Table 11. 

quency of use for each diagnosis. following reasons (one or more an- Attitudes concerning the need for 
Table 10 summarizes the frequency of  swers given): (1) Better treatment increased or decreased training in ra- 
use of various forms:of ionizing radia- available, 1,039 replies; (2) potential  diation therapy were expressed by 
tion in the treatment of mycosis hazards, radiodermatitis, 641 replies; 2,352 respondents. Six hundred ninety- 
fungoides ul other lymphomas. (3) lack of training, 520 replies; (4) five (29.5%) want training in all as- 

Dermatologists not using x-ray medico-legal reasons, 496 replies; (5) pects of radiotherapy increased, 1,207 
therapy (over 1,250 replies) gave the cost of malpractice insurance, 440 re- (51.38%) want it continued, 173 (7.4%), 
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18 (27.7) 608 (46.3) 51 (73.9) 7 (77.8) 





557 (62.9) 
















23 (33.3) 6 (44.4) 








decreased, and 277 (11.8%), discontin- 
ued. 

Over 2,200 dermatologists stated 
which aspects of dermatoradiotherapy 
Should receive more or less emphasis 
in residency training programs. Their 
answers are summarized in Table 12. 

Concerning instruction at the 
American Academy of Dermatology 
(AAD), 2,304 replies were received. 
Three hundred ninety-three derma- 
tologists (17.1%) want instruction in 
ionizing radiation therapy at the an- 
nual meeting of the AAD increased, 
1,522 (66.1%), continued, 151 (6.6%), 
decreased, and 238 (10.2%), discontin- 
ued. 

A total of 2,345 dermatologists (in- 
cluding over 200 residents) expressed 
their opinions concerning the inclu- 
sion of questions in dermatological 
radiotherapy at the examination of 
the American Board of Dermatology. 
Two hundred fourteen (9.1%) want 
questions on radiotherapy empha- 
sized, 1,296 (55.3%), continued, 478 
(20.4%), de-emphasized, and 357 
(15.2%), discontinued. 

In view of the importance of this 
question, the statistical data were 
correlated by computer analysis to 
various other criteria as described in 
Table 1. The results parallel those 
shown in our other statistics in rela- 
tion to length of practice, patient 
load, location, and other factors. Only 
the correlation to type of practice is 
of special interest, particularly in re- 
gard to the opinions expressed by 
residents in comparison to other 
groups (Table 13). 


Alternate Care 


Preferences concerning the use of 
radiation therapy in cutaneous malig- 
nant neoplasms were indicated by 
2,303 dermatologists. Nine hundred 
Seventy-three (42.2%) do not employ 
radiation therapy, 1,330 (57.8%) use 
and/or recommend ionizing radiation, 
707 (30.7%) use X-rays in 1% to 5% of 
their patients with malignant neo- 
plasms, 294 (12.8%) in 6% to 20%, 120 
(5.2%) in 21% to 50%, and 209 (9.1%) in 
over 50% of their patients with malig- 
nant disease of the skin. 

One thousand five hundred derma- 
tologists (who do not irradiate cuta- 
neous malignant neoplasms in their 
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Table 7.—Types of lonizing Radiation Equipment Used in Dermatological Off ces 


Equipment 
Grenz ray units (5 to 20 kv) 


Beryllium window units 
(soft ray machines, 10 to 50 
to 100 kv) 

Superficial low voltage machines 
(60 to 120 kv) 


Contact therapy units 





1,025 14 1.4 
Other x-ray machines 1,008 71 7.0 937 93 


Radium 1,063 102 9.6 961 90.4 
Other radionuclides 933 12 1.3 921 98.7 


Table 8.—Indications for Selective Use of Superficial X-ray Therapy 










Frequency of Use 


























Diagnosis Not Used Used 1% to 595 6% to 20% 2196 to 50% Over 59% 
Basal cell 226 1,880 1,087 403 158 232 
carcinoma 10.7% 89.3% 51.6% 19.1% 7.5% 11.1% 
(2,106 replies) 
Squamous cell 417 848 311 172 5 
carcinoma 20.296 79.8% 41.496 15.196 8.396 0.396 












(2,064 replies) 


Kaposi sarcoma 
(1,848 replies) 

















470 
25.496 


1,278 
74.696 


170 230 653 


17.696 9.296 12.496 






































Lymphocytoma 848 1,030 348 188 314 
(1,878 replies) ^ 45.29; 55.896 18.596 1096 9.696 16.7% 

Keloid 937 123 561 245 150 167 
(2,060 replies) 45.5% 55.5% 27.296 11.996 7.396 8.196 

Acne 1,210 869 660 126 46 37 
(2,079 replies) 58.296 41.8% 31.796 6.196 2.296 1.896 

Verruce plantaris 1,203 861 534 134 90 103 
(2,064 replies) 58.3% 41.7% 25.9% 6.5% 4.3% 5.0% 

Hidradenitis 1,291 759 357 183 109 110 
suppurativa 6395 3796 17.496 8.9% 5.3% 5.4% 
(2,050 replies) 

Eczema 1,292 683 431 139 63 50 
(1,975 replies) 65.4% 346% 21.8% 0.7% 3.2% 0.6% 

Lichen simplex 1,311 690 382 143 79 86 
chronicus 65.5% 34.5% 19.1% 7.1% 3.9% 4.496 
(2,001 replies) 

Paronychia 1,420 633 275 142 110 105 

















(2,053 replies) 69.2% 30.8% 13.4% 6.9% 5.4% 5.1% 
Hemangioma 1,463 543 408 67 37 31 
























(2,006 replies) 72.9% 27.1% 20.4% 3.4% 1.8% 1.5% 

Psoriasis 1,503 471 351 83 22 15 
(1,974 replies) 76.1% 23.9% 17.8% 4.2% 1.1% 0.8% 

Verruce vulgaris 1,554 488 366 69 31 22 
(2,042 replies) 76.1% 23.9% 17.9% 3.4% 1.5% 1.1% 

Pruritus ani and 1,525 473 278 105 41 49 
vulvae 76.2% 23.8% 13.9% 5.3% 2.1% 2.5% 
(1,998 replies) 

Furuncle and 1,680 466 202 54 50 60 
carbuncle 82.1% 17.9% 9.9% 2.6% 2.4% 2.9% 
(2,046 replies) 

Granuloma 1,654 359 181 79 51 48 
annulare 82.8% 17.8% 9.0% 3.9% 2.5% 2.4% 
(2,013 replies) 

Lentigo maligna 1,631 265 146 60 31 28 
(1,896 replies) 86% 14% 7.7% 3.2% 1.6% 1.5% 

Seborreic 1,760 244 146 43 33 22 
dermatitis 87.8% 12.2% 7.3% 2.1% 1.6% 1.2% 






(2,004 replies) 
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Diagnosis. Nct Used Used 





Lichen simplex 
chrenicus - 
(1,491 replies) 
Psoriasis | 

(1,564 replies) 
Lichen planus 

(1,498 replies) 
Seborreic 
dermatitis © 
(1,484 replies) 
Basal cell 





69.6% 30.4% 









916 588 
69.996 
















72.796 27.3% 














78.6% 21.4% 






1175 
































Acne | 
(1,427 repiies) 
Hemangioma 






1.327 96 





| 


own offices) refer patients requiring 
radiation therapy as follows: 311 
(20.7%) do not refer skin malignancies 
for radiation therapy; 1,013 (67.5%) 
refer 1% to 5% of their patients with 
malignant neoplasms for radiation 
therapy; 131 (8.6%) refer 6% to 20%, 24 
(1.7%) refer 21% to 50%, and 21 (1.5%) 
refer over 50% of their patients with 
skin malignaneies for radiotherapy. 
The 1,407 dermatologists who are 
not equipped for radiation therapy of 
malignant skin condition in their of- 
fice or hospital refer their patients for 
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Table 9.—indications for Selective Use of Grenz Ray Therapy 


196 to 596 696 to 20% 


Eczema | 843 677 304 165 95 113 
,520 replies) 53.5% 44.596 20% 10.9% 6.2% 7.4% 


15.7% 


1,089 409 159 


158 101 


carcinoma 88.8% 11.2% 
(1,323 replies) 

Granuioma — 1.271 154 77 
annulare 89.296 10.8% 5. 
(1,425 replies) 

Paronychia — 1,267 154 74 
(1,421 replies) 88.2% 10.8% 

Lymphocytoma 1.143 136 67 
(1,279 replies) 88.4% 10.695 

Kaposi sarcoma 1.089 120 46 
(1,209 replies) 90.1% 9.9% 3. 

Lentigo maligna 1.269 105 47 
(1,374 repli s) 92.496 7.696 


(1,423 replies) 98.3% 6.7% 3.7% 1.3% 0.8% 0.9% 

Keloid 1.280 76 46 16 6 8 
(1,356 replies) 94.4% 5.6% 3. 1.3% 0.4% 0.5% 

Squamous cell 1.276 66 41 15 5 5 
carcinoma > 95.1% 4.9% 3.2% 1.1% 0.3% 0.3% 
(1,342 replies) 

Verruca vulgaris 1,363 63 42 12 6 3 
(1,426 replies) 95.7% 4.3% 2.9% 0.8% 0.4% 0.2% 

Verruca plantaris — 1.354 57 40 6 8 3 
(1,471 replies) 96% 4% 2.8% 0.4% 0.6% 0.2% 

Hydradenitis | 1.348 51 36 4 5 6 
suppurativa 96.4% 3.6% 2. 0.3% 0.3% 0.4% 
(1,399 replies) 

Furunele and 1.383 28 18 4 2 4 
carbuncle . 98% 2% 1.3% 0.3% 0.1% 0.3% 
(1,411 replies) 


Frequency of Use 
21% to 50% Over 50% 








1.4% 0.9% 1.3% 
30 25 22 
2.1% 1.8% 1.5% 
37 19 24 
2.6% 1.3% 1.7% 
32 19 18 
2.5% 1.5% 1.4% 
19 19 36 
1.6% 1.6% 2.9% 
13 16 29 
0.9% 1.2% 2.1% 


radiation therapy to: (1) local radio- 
therapists (505, 35.9%), (2) radio- 
therapy teaching centers (412, 29.3%), 
(3) local dermatologists with x-ray 
equipment (224, 15.9%), or (4) derma- 
tology teaching centers (106, 7.5%). 
Nonradiative treatments are used by 
107 (7.6%) and 53 (3.8%) use other 
forms of therapy. 

The hypothetical question "If der- 
matologic training programs were to 
discontinue teaching x-ray therapy 
methods, who do you think should 
take care of patients with dermato- 


logical indications for x-ray ther- 
apy?” was answered as follows: (1) 
specially trained dermatologists 
(39.3%), (2) specially trained radio- 
therapists (33.3%), (3) dermatologic 
teaching centers (15.8%), (4) radio- 
therapy training centers (10.4%), and 
(5) other (1.2%). Since more than one 
preference was expressed by most re- 
spondents, a total of 3,022 boxes were 
checked. 


Radiation Safety 


In the treatment of benign skin 
disorders with superficial x-rays (60 
to 120 kv, half value layer 0.5 to 2.0 
mm aluminum), the maximum cumula- 
tive dose per patient lifetime admin- 
istered to a given skin area at weekly 
or longer intervals in small fractional 
doses was given by 1,206 respondents 
as: (1) 500 roentgens (or less) used by 
146 (12.2%); (2) 800 R used by 215 
(17.8%); (3) 1000 R used by 631 (52.370); 
(4) 1,500 R used by 170 (14.8%); and (5) 
2,000 R or more used by 35 (2.9%). 

The maximum cumulative limit for 
grenz rays (ultrasoft x-rays: 5 to 20 
kv, half value layer 0.01 to 0.035 mm 
aluminum) was given by 720 respon- 
dents as: (1) 1,000 R or less used by 
164 (22.8%); (2) 2,500 R used by 217 
(30.1%); (3) 5,000 R used by 235 
(32.6%); and (4) 10,000 R or more used 
by 104 (14.5%). 


Economic Considerations 


Computer tallies did not reveal any 
important differences in fee struc- 
tures comparing different geographic 
areas, cities of different population, 
types of practice, board certification, 
staff of teaching institutions, length 
of practice, number of patients seen 
each week, number of cutaneous ma- 
lignant neoplasms seen each week, 
and number of patients treated with 
radiotherapy each week. 


COMMENT 


In view of the surprisingly large 
number of replies, this survey can be 
considered a valid and representative 
sample of the opinions and practices 
of most dermatologists in the United 
States and Canada. Beyond its spe- 
cific findings pertaining to dermato- 
logic radiotherapy, the survey also 
yielded basic statistical data on vari- 
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ous other aspects of dermatologic 
practice that are not available else- 
where. Great care was taken in the 
preparation of the questionnaire to 
avoid biased questions and to allow 
both positive and negative responses. 
Unavoidably, dermatologists favor- 
ing radiation therapy had to spend 
considerably more time and effort fill- 
ing out the questionnaire than those 
opposed to the use of ionizing radia- 
tion. 

While the survey confirms the be- 
lief that the use of ionizing radiation 
in dermatology has decreased, it also 
shows that radiation therapy is still a 
regularly used integral modality in 
dermatologic therapy. The answers to 
the questions, as well as the large 
number of added personal comments 
(over 10% of all questionnaires) indi- 
cated a high degree of interest in ra- 
diotherapy. A brief tabulation of the 
added notes also showed that opinions 
in favor of rational radiotherapy by 
far outweighed those opposed to the 
use of x-ray therapy in dermatology. 

Our survey showed that 55.5% of 
dermatologic offices are equipped 
with superficial x-ray machines 
and/or grenz ray units and that 44.3% 
of dermatologists use superficial x- 
rays or grenz rays regularly. Even if 
one assumes that all dermatologists 
who did not respond to the question- 
naire are not using radiotherapy, the 
survey would undeniably prove that 
at least 22.5% of all dermatologists 
use radiotherapy; the real percentage 
is probably higher. 

The participation of young derma- 
tologists emphasizes the importance 
of our study, for 49% of all replies 
came from dermatologists in practice 
only one to ten years (and from resi- 
dents in training) while 21% were 
from dermatologists who have prac- 
ticed for more than 20 years. The data 
prove conclusively that ionizing ra- 
diation is not used solely by older der- 
matologists (42.4% of 349 dermatolo- 
gists in practice for only five to ten 
years own superficial x-ray ma- 
chines). 

The survey also tried to determine 
which factors are associated with the 
availability of x-ray equipment in of- 
fices. The most important variables 
are (1) patient load and number of 
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Table 10.—lonizing Radiation Therapy for Mycosis Fungoides and Other 
Cutaneous Lymphomas 


ee ee ee er ee: 
Frequency of Use 


Not 
Method of Therapy Used 


Local therapy with 397 
superficial x-rays 21.5% 
(1,847 replies) 

Local therapy with 969 427 169 129 62 
grenz rays 69.4% 30.6% 12.1% 9.2% 45% 
(1,396 replies) 

Total body electron 493 
beam therapy 29.6% 
(1,665 replies) 

Total body 944 721 178 84 63 
dermatologic 70.3% 20.796 13.396 6.396 4.6% 
teleroentgen 
therapy 
(1,665 replies) 


= Ox“ 
Used 1% to5% 6% to 20% 21% to 50% Over 50% 


1,450 393 383 311 363 
78.5% 21.3% 20.7% 16.8% 19.7% 


1,172 421 249 272 
70.4% 25.3% 15% 16.3% 








Table 11.—Evaluation of Residency Training in Cutaneous Radiotherapy 






Total 




























Type of Instruction Replies Good Adequate Poor Given 
Practical clinical 
instruction 
In dermatology 2,318 868 515 510 425 
department (37.4%) (22.2%) (22.1%) (18.3%) 
In radiology 1,784 263 221 307 993 
department (14.7%) (12.4%) (17.2%) (55.7%) 
Theoretical instruction 
(lectures, courses) 
By dermatologists 2,268 914 645 446 263 
(40.3%) (28.4%) (19.7%) (11.6%) 
By radiologists 2,005 615 453 367 570 
and physicists (30.7%) (22.6%) (18.3%) (28.4%) 






Table 12.—Emphasis on Radiation Therapy in 
Future Residency Training Programs 


Total 
Replies 


2,273 


More Same Less None 


1,496 466 110 201 
(65.8%) ^ (20.596) (4.8%) ^ (8.995) 


Type of Instruction 
Practical instruction 


Theoretical instruction 


Indications 2,238 1,274 791 76 97 
(59.9%) (35.4%) (3.4%) (8.9%) 
1,255 694 121 14€ 
(56.696) (31.396) (5.596) (6.695) 

2,184 807 978 235 164 
(37%) (44.8%) (10.8%) (7.4% ) 


Techniques 2,219 


Radiation physics 





malignant neoplasms treated per and/or researchers to 64.38% for group 


week, (2) length of experience (vary- 
ing from 27.3% for dermatologists 
with one to five years in practice to 
79.7% for dermatologists with more 
than 20 years in practice), (3) geo- 
graphic location (varying from 30.2% 
in the Southeast to 66.1% in the 
Southwest), (4) type of practice (vary- 
ing from 13.6% for full time teachers 


practices). 

The most frequent indications for 
superficial x-ray treatment are basal 
cell carcinoma (89.1% of respondents 
use or recommend radiation therapy 
in some of their patients), squamous 
cell carcinoma (79.8%), and mycosis 
fungoides (78.5%). The most common 
irradiated benign conditions are lym- 
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Table 13——Importance of Examinations in Cutaneous Radiotherapy by the American Board of Dermatology 


| Examination by the American Board of Dermatology Should Be 





| 
| Total Replies Emphasized Continued De-emphasized Discontinued 
| 


Type of Practice 


Residents — 204 (9) 8 (4) 

Solo | 1,151 (50) 134 (12) 667 (58) 221 (19) 129 (11) 
Group | 365 (16) 31 (8) 214 (59) 77 (21) 49 (12) 
Part-Time teaching 363 (16) 34 (9) 224 (62) 60 (17) 45 (12) 
Geographic Full Time 78 (3) 5 (6) 37 (47) 19 (24) 17 (22) 
Full Time teaching or research 58 (2) o (0) 23 (40) 22 (38) 13 (22) 
Armed forces 89 (4) 2 (24) 41 (49) 16 (19) 25 (30) 
Federal governmen: 19 (1) 0 12 (63) 4 (21) 3 (16) 
Pharmaceutical industry 2 (less than 1) 0 





phocytema (55.8%), keloid (55.5%), and 
acne (41.8%). Grenz ray equipment is 
available in 24.4% of dermatologic of- 
fices, and its main indications are ec- 
zematous skin conditions (used by 
44.5% of dermatologists with grenz 
ray equipment), pruritus ani et vul- 
vae (35%), lichen simplex chronicus 
(30.4%), and psoriasis (30.1%). 

The results of the survey emphasize 
that the major indications for x-ray 
administration are in the treatment 
of some malignant skin tumors where 
radiotherapy is often considered the 
treatment of choice, particularly in 
special locations. Most respondents 
expressed a conservative attitude 
toward the use of ionizing radiation 
for benign skin disorders by limiting 
their indications for use as sole or ad- 
junctive therapy to a very small per- 
centage of such dermatoses, presum- 
ably in cases where other forms of 
treatment were found ineffective. 

The replies also confirm that der- 
matologists are weil aware of the cu- 
mulative effects of small radiation ex- 
posures. The overwhelming majority 
of dermatologists limit their total 
doses in benign disorders to radiation 
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quantities that are considered safe 
and unlikely to leave even mild cos- 
metic radiation sequelae. 

The incidence of radiodermatitis 
was investigated in a different por- 
tion of the survey. Questions relating 
to radiodermatitis were inserted to 
establish a relation between different 
total doses and incidence of radiation 
sequelae. A statistical evaluation was 
not feasible, however, since the total 
radiation exposure was not known in 
the majority of cases. Most of the re- 
ported cases resulted from over- 
dosages several decades ago when 
physicians were not fully aware of 
the cumulative effects of ionizing ra- 
diation. 

The survey indicates that teaching 
in radiation therapy is not satisfac- 
tory in a number of training pro- 
grams. The majority of respondents 
favor increased and improved teach- 
ing of this therapeutic modality in 
dermatologic training centers and 
continued examinations in this field 
by the American Board of Dermatol- 
ogy. 

An analysis of the economic data 
shows that the majority (56.3%) of 





dermatologists do not add a special 
charge for radiotherapy of noncan- 
cerous skin conditions. Fees charged 
for radiotherapy of skin caneers vary 
within a range that compares favor- 
ably to charges for plastic surgery, 
which is often the only therapeutic al- 
ternative for those skim cancers that 
are considered bona fide indications 
for radiotherapy by many dermatolo- 
gists. 

The members of the Task Force on 
Ionizing Radiation see their main 
goal not in perpetuating old practices 
but in updating dermatologic radia- 
tion therapy according to modern 
concepts and technology. They con- 
sider the outcome of this survey to be 
a strong endorsement of their efforts 
to improve teaching of radiation tech- 
niques and safety standards. Proper 
steps to implement the results of this 
study are planned in close cooperation 
with all concerned institutions. 


This survey was supported in part by a grant 
from Westwood Pharmaceuticals, Inc. (C. Oclas- 
sen). The computer analysis was directed by A. 
Van Wagner, Westwood’s Director of Informa- 
tion Systems. This investigation was also sup- 
ported by the Kline Fund and the Wende Fund. 
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Efudex:therap 


(fluorouracil) 


Before treatment, patient shows widespread but 
relatively moderate solar keratosis—7/12/68. 


Solar keratosis is often a fact of life. 


Among any light-skinned population, 
extended exposure to the sun may lead to 
solar keratoses. Whether called solar, 
actinic or senile keratoses, these lesions have 
a characteristic appearance. Typically, they 
are flat or slightly elevated, of a brownish or 
reddish color, papular, dry, rough, adherent 
and sharply defined. They commonly occur 
as multiple lesions usually found on exposed 
portions of the skin. And because they may 
be premalignant, they should be treated. 





After a month of treatment with Efudex (fluorouracil) 5% 


—8/ 14/68. Sites of keratoses are erythematous. Lesions 
not visible before therapy have appeared: intervening 
normal skin shows no response to the medication 


The action is where the lesion is 
Response begins after several days of 

therapy with Efudex (fluorouracil) 5% Cream. 
The reaction is usually maximal within two 
weeks, gradually subsiding after discontinua- 
tion of therapy. Healthy skin shows virtually no 
response to application of Efudex. Subclinical 
lesions will appear during the course of treat- 
ment. And, of course, lesions that do not 
respond should be biopsied to rule out frank 
neoplasms. The sequence of therapeutic 
action is erythema, vesiculation, erosion, 
ulceration, necrosis and then epithelization. 


naction 





After 





Threesand one-half months following end of therapy— 
2/11/68. Skin appears clear, with no evidence of 
scarring and no recerrence or new lesions. 


Its the results that count. 


Easily applied Efudex (fluorouracil) 5% 
Cream offers therapy that’s convenient, effec- 
tive and has a high degree of safety. It usually 
provides excellent cosmetic results, as seen 
in the photograph above. Incidence of scar- 
ring, of particular importance with multiple 
facial lesions, is ow. And the availability of 
the F% cream, e Roche exclusive, adds econ- 
omy as wel! as outstanding clinical efficacy. 


Forovert and subclinical keratotic lesions 


Before prescribing, please consult complete 
product information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses 

Contraindications: Patients with known hyper- 
sensitivity to any of its components. 

Warnings: If occlusive dressing used, may in- 
crease inflammatory reactions in adjacent normal skin. 
Avoid prolonged exposure to ultraviolet rays. Safe use 
in pregnancy not established. 

Precautions: If applied with fingers, wash hands 
immediately. Apply with care near eyes, nose and 
mouth. Lesions failing to respond or recurring should 
be biopsied. 

Adverse Reactions: Local—pain, pruritus, hyper- 
pigmentation and burning at application site most 
frequent; also dermatitis, scarring, soreness and tender- 
ness. Also reported—insomnia, stomatitis, suppuration, 
scaling, swelling, irritability, medicinal taste, photo- 
sensitivity, lacrimation, leukocytosis, thrombocytopenia, 
toxic granulation and eosinophilia. 

Dosage and Administration: Apply sufficient 
quantity to cover lesion twice daily with nonmetal 
applicator or suitable glove. Usual duration of therapy 
is 2 to 4 weeks. 

How Supplied: Solution, 10-ml drop dispensers— 
containing 296 or 596 fluorouracil on a weight/weight 
basis, compounded with propylene glycol, tris(hydroxy- 
methyl)aminomethane, hydroxypropyl cellulose, 
parabens (methyl and propyl) and disodium edetate. 

Cream, 25-Gm tubes—containing 5% fluorouracil 
in a vanishing cream base consisting of white petro- 
latum, stearyl alcohol, propylene glycol, polysorbate 60 
and parabens (methyl and propy!) 


Roche Laboratories 
C ROCHE Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 


Efudex 5% Cream 


fluorouracil/Roche 
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Vectrin 
minocycline HO 


Brief summary of prescribing information 


Indications: Vectrin (minocycline HCl) is indicated in infections 
caused by the following microorganisms. 

Rickettsiae. (Rocky Mountain spotted fever, typhus fever and 
the typhus group, Q fever, rickettsialpox, tick fevers) 

Mycoplasma pneumoniae (PPLO, Eaton agent) 

Agents of psittacosis and ornithosis 

Agents of | ai ln am venereum and granuloma inguinale 

The spirochetal agent of relapsing fever (Borrelia recurrentis) 

The following gram-negative microorganisms: 

Hemophilus ducreyi (chancroid) 

Pasteurella pestis and P tularensis 

Bartonella bacilliformis 

Bacteroides species 

Vibrio comma and V fetus 

Brucella species (in conjunction with streptomycin) 

Because many strains of the following groups of microorganisms 
have been shown to be resistant to tetracyclines, culture and 
susceptibility testing are recommended. 

Vectrin is indicated for treatment of infections caused by the fol- 
lowing gram-negative microorganisms when bacteriologic testing 
indicates appropriate susceptibility to the drug. 

Escherichia coli 

Enterobacter aerogenes (formerly Aerobacter aerogenes) 

Shigella species 

Mima species and Herellea species 

H influenzae (respiratory infections) 

Klebsiella species (respiratory and urinary infections) 

Vectrin is indicated for treatment of infections caused by the 
following gram-positive microorganisms when bacteriologic test- 
ing indicates appropriate susceptibility to the drug. 

Streptococcus species: 

Up to 44% of strains of Str pyogenes and 74% of Str faecalis 
have been found to be resistant to tetracycline drugs. There- 
fore, tetracyclines should not be used for streptococcal dis- 
ease unless the organism has been demonstrated to be sensi- 
tive. 

For upper respiratory infections due to group A beta-hemolytic 
streptococci, penicillin is the usual drug of choice, including 
prophylaxis of rheumatic fever. 

Diplococcus pneumoniae 

Staphylococcus aureus, skin and soft-tissue infections. 

Tetracyclines are not the drugs of choice in the treatment of 

any type of staphylococcal infection. 

When penicillin is contraindicated, tetracyclines are alternative 
drugs in the treatment of infections due to: 

Neisseria gonorrhoeae 

Treponema pallidum and T pertenue (syphilis and yaws) 

Listeria monocytogenes 

Clostridium species 

Bacillus anthracis 

Fusobacterium fusiforme (Vincent's infection) 

Actinomyces species 

In acute intestinal amebiasis, the tetracyclines may be a useful 
adjunct to amebicides. 
In severe acne, oral tetracyclines may be useful adjunctive ther- 


apy. 

Vectrin is indicated in the treatment of trachoma, although the 
infectious agent is not always eliminated, as judged by immuno- 
fluorescence. 

Inclusion conjunctivitis may be treated with oral tetracyclines or 
with a combination of oral and topical agents. 

Oral preparations of minocycline are indicated in the treatment of 
asymptomatic carriers of N meningitidis to eliminate meningo- 
cocci from the nasopharynx. 

In order to preserve the usefulness of minocycline in the treat- 
ment of asymptomatic meningococcal carriers, diagnostic labora- 
tory procedures, including serotyping and susceptibility testing, 
should be performed to establish the carrier state and the correct 
treatment. It is recommended that the drug be reserved for situa- 
tions in which the risk of et Aegon meningitis is high. 
Minocycline by oral administration is not indicated for the treat- 
ment of meningococcal infection. 

Contraindications: This drug is contraindicated in persons who 
have shown hypersensitivity to any of the tetracyclines. 
Warnings: The use of drugs of the tetracycline class during tooth 
development (last half of pregnancy, infancy, and childhood to 
the age of 8 years) may cause permanent discoloration of the 
teeth (yellow-gray-brown). This adverse reaction is more com- 
mon during long-term use of the drugs but has been observed 
following repeated short-term courses. Enamel hypoplasia has 
also been reported. Tetracycline drugs, therefore, should not be 
used in this age group unless other drugs are not likely to be 
effective or are contraindicated. 

If renal impairment exists, even usual oral or parenteral doses 
may lead to excessive systemic accumulations of the drug and 
possible liver toxicity. Under such conditions, lower than usual 
total doses are indicated and, if therapy is prolonged, serum 
level determinations of the drug may be advisable. 
Photosensitivity manifested by an exaggerated sunburn reaction 
has been observed in some individuals taking tetracyclines. Pa- 
tients apt to be exposed to direct sunlight or ultraviolet light 
should be advised that this reaction can occur with tetracycline 
drugs, and treatment shou!d be discontinued at the first evidence 
of skin erythema. Studies to date indicate that photosensitivity 
does not occur with Vectrin (minocycline HCl). The antianabolic 
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action of the tetracyclines may cause an increase in BUN. While 
this is not a problem in those with normal renal function, in pa- 
tients with significantly impaired function, higher serum levels 
of tetracycline may lead to azotemia, hyperphosphatemia, and 
acidosis. CNS side effects including light-headedness, dizziness, 
or vertigo have been reported. Patients who experience these 
symptoms should be cautioned about driving vehicles or using 
hazardous machinery while on minocycline therapy. These symp- 
toms may disappear during therapy and always disappear rapidly 
when the drug is discontinued. 

Usage in pregnancy (See above Warnings about use during tooth 
development.) Results of animal studies indicate that tetra- 
cyclines cross the placenta, are found in fetal tissues, and can 
have toxic effects on the developing fetus (often related to re- 
tardation of skeletal development). Evidence of embryotoxicity 
has also been noted in animals treated early in pregnancy. 
The safety of minocycline HCI for use during pregnancy has not 
been established. 
Usage in newborns, infants, and children (See above Warnings 
about use during tooth development.) 
All tetracyclines form a stable calcium complex in any bone- 
forming tissue. A decrease in the fibula growth rate has been 
observed in prematures given oral tetracycline in doses of 25 
mg/kg every six hours. This reaction was shown to be reversible 
when the drug was discontinued. Tetracyclines are present in 
the milk of lactating women who are taking a drug in this class. 
Precautions: As with other antibiotic preparations, use of this 
drug may result in overgrowth of nonsusceptible organisms, in- 
cluding fungi. If superinfection occurs, the antibiotic should be 
discontinued and appropriate therapy should be instituted. 
In venereal diseases when coexistent syphilis is suspected, dark- 
field examination should be done before treatment is started and 
the blood serology repeated monthly for at least four months. 
Because tetracyclines have been shown to depress plasma pro- 
thrombin activity, patients who are on anticoagulant therapy may 
require downward adjustment of their anticoagulant dosage. 
In long-term Orne periodic laboratory evaluation of organ 
systems, including hematopoietic, renal, and hepatic studies, 
should be performed. 
All infections due to group A beta-hemolytic streptococci should 
be treated for at least 10 days. 
Since bacteriostatic drugs may interfere with the bactericidal 
action of penicillin, it is advisable to avoid giving tetracycline in 
conjunction with penicillin. 
Adverse Reactions: Gastrointestinal: Anorexia, nausea, vomiting, 
diarrhea, glossitis, dysphagia, enterocolitis, and inflammatory 
lesions (with monilial overgrowth) in the anogenital region 
These reactions have been caused by both the oral and paren- 
teral administration of tetracyclines. 
Skin: Maculopapular and erythematous rashes. Exfoliative der- 
matitis has been reported but is uncommon. Photosensitivity is 
discussed above. 

See Warnings.) 

enal toxicity: Rise in BUN has been reported and is apparently 
dose-related. 
(See Warnings.) 
Hypersensitivity reactions: Urticaria, angioneurotic edema, ana- 
phylaxis, anaphylactoid purpura, pericarditis, and exacerbation 
of systemic lupus erythematosus 
Bulging fontanels have been reported in young infants following 
full therapeutic dosage. This sign disappeared rapidly when the 
drug was discontinued. 
Blood: Hemolytic anemia, thrombocytopenia, neutropenia, and 
eosinophilia have been reported. 
CNS: (See Warnings. 
When given over prolonged periods, tetracyclines have been re- 
ported to produce brown-black microscopic discoloration of 
thyroid glands. No abnormalities of thyroid function studies 
are known to occur. 
Dosage and Administration: Therapy should be continued for at 
least 24 to 48 hours after symptoms and fever have subsided. 
Concomitant therapy: Antacids containing aluminum, calcium, 
or magnesium impair absorption and should not be given to pa- 
tients taking oral tetracycline. 
Studies to date have indicated that the absorption of minocycline 
HCI is not notably influenced by foods and dairy products. 

In patients with renal impairment: (See Warnings.) 
Total dosage should be decreased by reduction of recommended 
ee doses and/or by extending time intervals between 
oses. 

In the treatment of streptococcal infections, a therapeutic dose 
of tetracycline should be administered for at least 10 days. 
ADULTS: The usual dosage of Vectrin (minocycline HCI) is 200 
mg initially, followed by 100 mg every 12 hours. Alternatively, if 
more frequent doses are preferred, two or four 50-mg capsules 
may be given initially, followed by one 50-mg capsule four times 


daily. 

CHILDREN: The usual dosage of Vectrin (minocycline HCl) is 4 

mg/kg initially, followed by 2 mg/kg every 12 hours. 

For treatment of syphilis, the usual dosage of Vectrin should be 

administered over a period of 10 to 15 days. Close follow-up, in- 

cluding laboratory tests, is recommended. Gonorrhea patients 

sensitive to penicillin may be treated with Vectrin, administered 

as 200 mg initially, followed by 100 mg every 12 hours for a mini- 

UM of four days, with posttherapy cultures within two to three 
ays. 

In the treatment of meningococcal carrier state, the recom- 
mended dose is 100 mg every 12 hours for five days. 

How Supplied: 100-mg Capsules—Each capsule contains mino- 

cycline HCI equivalent to 100 mg minocycline. 

50-mg Capsules—Each capsule contains minocycline HC! equiva- 
lent to 50 mg minocycline. 


For full prescribing information see package insert. 
PD-JA-1463-1-P (1-75) RE 


PARKE-DAVIS 


| 2 
«c Á 
| = Zz 
. > 
| -" 938 cx 
| e MAT ov 


News and Information from the American Academy of Dermatology 


Seven Major Councils Established 
In Revamping of Academy Structure 


The Board of Directors of the American Academy of 
Dermatology, responding to expressed desires of its mem- 
bership for increased participation in Academy affairs, 
has approved plans for significant changes in the organi- 
zational structure. The Board, at a specially called meet- 
ing held in Dallas last September, acted to recommend the 
creation of a streamlined organizational structure consist- 
ing of seven major Councils designed to make the Acad- 
emy mere responsive to the interests and requirements of 
AAD members. 

Each of the Councils, which report to the Board, would 
be charged with recommending specific projects, estab- 
lishing committees and project groups as required to carry 
out its functiens, and with overseeing and reviewing the 
work of its committees and project groups. Council chair- 
men weuld be appointed by the President with approval 
by the Board. 

In announcing the Board action, AAD President Rudolf 
L. Baer, M.D., said that the restructuring would not only 
make the Academy a more viable organization, but also 
would result in the most efficient use of dues money. 

"At the same time," he said, "the broadened educational 
efforts will help individual members strive for continued 
lifetime competence in the practice of dermatology." 

The new streamlined operational plan was recom- 
mended to the Board of Directors by a special committee 
which spent nearly a year looking into the organizational 
structures of other medical specialty societies and re- 
viewing recommendations received from Academy Com- 
mittees and National Program for Dermatology Divisions 
and Task Forees. The special Committee on Academy Re- 
organization consisted of John M. Shaw, M.D., Chairman; 
Rudolf L. Baer, M.D.; Harry L. Arnold, Jr., M.D.; Harry J. 
Hurley, M.D.; Peyton E. Weary, M.D.; and Walter G. Lar- 
sen, M.D. (with Executive Director Bradford W. Claxton 
and Associate Director Robert D. Hamilton, III, serving 
as ex officio members). 
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Among the new Councils in the proposed reorganization 
would be one establishing an Advisory Board consisting of 
representatives from the 86 metropolitan, state, and re- 
gional dermatological organizations in the United States 
and Canada and another whieh incorporates activities 
of the National Program for Dermatology into the AAD 
structure. 

The new organizational plan also recommends the es- 
tablishment of a five-man Exeeutive Committee "to act 
for the Board of Directors—as the President deems neces- 
sary—between regular meetings of the Board." The Exec- 
utive Committee, consisting of the President, President- 
Elect, Vice-President, Secretary-Treasurer, and a mem- 
ber-at-large from the Board of Directors (the Executive 
Director and Associate Executive Director would serve in 
an ex officio capacity), would report its activities back to 
the full Board within ten days of any action taken. 

The Board-approved Council structure will be utilized 
next month-in the organizational year immediately fol- 
lowing the 34th Annual Meeting of the Academy. Because 
the revised operational plans require complete updating of 
the bylaws, however, the official reorganization will not go 
into effect until the proposed plan has been reviewed by 
expert legal counsel and necessary changes in the bylaws 
submitted for approval by the membership at the 1976 An- 
nual Meeting. 

Here are the seven Councils with a brief summary of re- 
sponsibilities under their jurisdictions: 


Advisory Board Council 


The Advisory Board Council would be a primary unit of 
the AAD, providing representation from non-national 
(metropolitan, state, and regional) dermatologic societies 
of the United States and Canada. This Council would 
serve as a communicative vehicle between the AAD and 
the non-national groups, as an informational source for 
the AAD, and, when possible, as an implementing body 
for programs authorized by the Academy. The Advisory 


Board itself would consist of representatives from all non- 


rence C. Parish, M.D., Philadelphia, Pa.; Beverly E. Sanders, Jr., M.D., Ma- 
con, Ga.; Eugene P. Schoch, Jr., M.D., Austin, Tex.; William F. Schorr, M.D., 
Marshfield, Wisc.; Margaret A. Storkan, M.D., Rodondo Beach, Calif. Ad- 
dress the editor at 7 E. 80th St., New York, N.Y. 10021. 
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national dermatologic societies; a 12-member Executive 
Committee would be drawn from the membership of the 
full Board, apportioned on the basis of the number of der- 
matologists within six geographic districts. 


Council on National Program for Dermatology 


This Council would be responsible for the analysis and 
planning for the orderly growth and development of the 
entire specialty of dermatology. It would develop and test 
innovative projects and ideas on a pilot basis, convene 
workshops and conferences on topics of broad interest to 
the specialty, and be the forum of communication and in- 
teraction among the major national dermatologic organi- 
zations and other national medical groups. The Council 
would retain a membership composition similar to the pre- 
vious National Program for Dermatology entity—with 
representation from national dermatology organizations, 
from the Department of Health, Education, and Welfare, 
from the public, and from medical organizations outside 
the specialty of dermatology. 


Council on Scientific Assembly 


This Council would plan, develop, present, and evaluate 
an annual scientific assembly and other continuing medi- 
cal education courses, such as seminars or workshops, de- 
signed to maintain and advance the highest possible stan- 
dards of medical practice as it pertains to the specialty of 
dermatology and related disciplines. 


Council on Educational Affairs 


This Council would study, develop, and implement a 
planned education program other than the annual scien- 
tific assembly and postgraduate courses. (A planned edu- 
cation program is defined as an educational unit that is 
coordinated, administered, and evaluated in terms of spe- 
cific educational objectives.) The ultimate goals of the edu- 
cation program are the maintenance and advancement of 
the knowledge and skill of medical practice as it pertains 
to dermatology and related disciplines. Among the areas 
of responsibility assigned to this Council would be the 
self-assessment program, home study programs, audiovi- 
sual education, core curriculum of basic knowledge, and 
activities pertaining to continuing competence. 


Council on Communications 


This Council is charged with the development of an ac- 
eurate, imaginative, responsive communications program 
that will foster professional and publie awareness, inter- 
est, and support of the goals and objectives of the Acad- 
emy and of the specialty. Among its responsibilities would 
be the supervision of Academy publications, the develop- 
ment of programs and promotional materials regarding 
skin diseases and skin care, which are of concern to the 
publie, and the development and maintenance of liaison 
with the national health care community. 


Council on Governmental Liaison 


This Council would monitor and analyze proposed and 
enacted Congressional legislation and existing regu- 
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lations of any agency or governmental body which may 
affect medicine and, in particular, dermatology. The Coun- 
cil would determine if a response by the AAD to given 
legislation or regulations is necessary and would recom- 
mend to the Board of Directors any appropriate course of 
action. After receiving necessary approval from the AAD 
Board, the Council would implement any necessary action. 


Council on Administrative Affairs 


Function of this Council would be to assure proper orga- 
nizational and operational procedures that are consistent 
with the bylaws and directions of the Board of Directors. 
The Council would study and recommend policy and proce- 
dures as they pertain to the administrative affairs of 
the Academy and keep track of the efficiency and effec- 
tiveness of the general administrative and organizational 
structure of the Academy. Committees responsible tc the 
Council would include Membership, Bylaws, Nominat:ons, 
and Insurance. 


Committee on Finance 


The new organizational structure also provides for a 
Committee on Finance that reports directly to the Board 
of Directors. The Committee will not only be responsible 
for the integrity of the long-range financial resources of 
the Academy, but also will develop financial plans and 
commitments, review budgets, approve alloeations of 
funds, and recommend their acceptance by the Board. 


The Dermatologist's Washington 


A report on the Washington scene from the AAD's gov- 
ernmental consultant, John T. Grupenhoff. 


Reforms in Medicare/ Medicaid 


A major Medicare/Medicaid bill is shaping up in the 
House and Senate and may well be acted on before the 
end of the year or very early next year. Both the Senate 
Finance Committee and the House Ways and Means Com- 
mittee, which are mapping out versions in the two houses, 
are determined to enact real reforms in the systems in 
preparation for the inevitable National Health Insurance 
law, which will probably be enacted no later than 1977. 


Interpretation of FDA Laws 


Still another item that will be of considerable interest is 
the drive that is underway to make the Food and Drug 
Administration more closely attuned to Congressional di- 
rectives. For many years, going back to the Kefauver 
days, there has been a discontent in the Congress concern- 
ing the FDA’s interpretation of the law as Congress 
passed it. Congressmen are charging that the adminis- 
trative interpretation of the Food and Drug laws have not 
at all proceeded according to the intent of the laws—or to 
the guidelines Congress set down for them in the floor de- 
bates, bill reports, and hearings. 

The Congressional anger has been surfacing more and 
more frequently in the recent past—and recently a top 
House Health Committee staff director (obviously sup- 
ported by the Committee chairman) vigorously attacked 
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the FDA in a pulilic conference about these inter- 
pretations, mising investigations into the matter. 
While these issues taze some time to form, it is likely that 
next year will see 2 major review of the FDA and its 
program. | 


Will Research Fund: Be Appropriated? 


Research dermatol»gists in particular will be interested 
in the upcoming De»artment of Health, Education, and 
Welfare appropriatiens battle. In this appropriations bill 
will be the National nstitutes of Health funds- including 
funds in the National Institute of Arthritis, Metabolism 
and Digestive Disease for dermatology research. The situ- 
ation at present is taat because the President's proposed 
budget, which woulc have cut NHI funds by about 20%, 
was rejected out of hand by the House of Representatives, 
which substituted instead a 7% increase over 1975 levels, 
and because the Senate will also reject the proposed 
budget and substitute instead a 10% to 12% increase, a 
veto of the appropriations bill by the President is consid- 
ered possible. 

Until September *, a veto was considered a certainty, 





but on that date the House overrode the President’s veto 
of the Education Appropriation Bill by the very heavy 
vote of 379 to 41, with a majority of House Republicans 
turning against the President on this issue. The Appro- 
priations Committee leaders were jubilant over the vic- 
tory, for they now believe that they can do as well on a 
Health Appropriations Bill if the President should veto it. 
White House lobbyists on the Hill have changed their tune 
as well. Their original threats about a certain veto if the 
President’s budget is increased have changed to state- 
ments that if the President does not veto the Bill because 
of the probability of override, he will certainly send up 
rescissions on specific programs after it is passed. 

Everyone in Washington concerned with health. under- 
stands that there is a world of difference in these com- 
ments, and so they are requesting their constituent 
groups to perform “preventive medicine” on this issue by 
strongly urging the Congress to stand firm if and when a 
veto takes place. They believe that if enough mail and vis- 
its are generated the White House will see the futility of a 
veto on Health Appropriations. 


CORRECTION 


Acknowledgment Omitted.—In the article, “Hairy Cuta- 
neous Malformations of Palms and Soles: A Hereditary 
Condition,” published in the September ARCHIVES (111:1146- 


| 1149, 1975), the following acknowledgment should have 


AM 14876.” 
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appeared before the listing of References on p 1149: “This 
study was supported in part by Public Health Service grant 
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Society Transactions 


The Society Proceedings are edited by 
Dr Morris Waisman, 806 First Federal 
Bldg, 220 Madison St, Tampa, FL 33602. 
Transactions and photographs should be 
sent, in duplicate, directly to him. 


NEW ENGLAND DERMATOLOGICAL 
SQCIETY 


Nov 6, 1974 
Terry P. Hadley, MD, Recorder 


Chronic Cutaneous Graft-vs-Host Reaction 
Following Bone Marrow Transplanta- 
tion. Presented by RICHARD MASTERS, 
MD; ANTOINETTE F. Hoop, MD; A. 
BENEDICT Cosmi, MD. 


A 19-year-old man had severe aplastic 
anemia that was refractory to medical 
therapy in February 1973. One month 
later, he received a bone marrow trans- 
plantation from his histocompatibility 
locus A-(HL-A-) identical brother. Between 
the ninth and the 11th days after the 
transplantation, a transient erythematous 
eruption appeared, concurrent with mild 
diarrhea. The graft was successful, and 
the patient was discharged from the hospi- 
tal on a regimen of prednisone and meth- 
otrexate. A recurrence of the slightly 
pruritic, macular, erythematous eruption, 
with fine scaling, and of the diarrhea pre- 
cipitated readmission to the hospital in 
April 1973. A skin biopsy specimen ob- 
tained at that time showed changes com- 
patible with graft-vs-host reaction 
(GVHR). In the hospital, his condition was 
complicated by persistent skin lesions, se- 
vere diarrhea, weight loss, and abnormal 
liver function. He received two courses of 
antithymocyte globulin (ATG), which 
brought about slow resolution of the ab- 
normalities; he was discharged in June 
1973. Subsequently, he has had recurrent 
episodes of abdominal pain, thought to be 
due to pancreatitis, which necessitated 
hospitalization on two occasions. 

The areas of erythema gradually became 
hyperpigmented, and the patient noted in- 
creasing “tightness” of the involved skin. 
Topically applied corticosteroids and 
emollients relieved some of the subjec- 
tive symptoms associated with the skin 
changes, but they were not effective in re- 
versing the objective changes or the pro- 
gression of the disease. 

Physical examination in November 1974 
showed cutaneous changes limited to the 
face, torso, and proximal portion of the up- 
per extremities. These changes included 
diffuse hyperpigmentation, reticulated hy- 
perpigmentation, atrophy, sclerosis, and 
loss of normal skin markings. 

Laboratory studies demonstrated per- 
sistently elevated serum glutamic ox- 
aloacetic transaminase (SGOT), serum al- 
kaline phosphatase, and total and direct 
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serum bilirubin levels. Other laboratory 
studies disclosed the following values: 
white blood cell count, 4,200/cu mm, with 
58% polymorphonuclear leukocytes, 1% 
bands, 26% lymphocytes, 12% monocytes, 
5% eosinophils, and 1% basophils; hemoglo- 
bin level, 11.3 gm/100 ml; hematocrit read- 
ing, 34%; and platelet count, 196,000/cu 
mm. 

Skin biopsy specimens demonstrated hy- 
perkeratosis; vacuolization of the basal cell 
layer, with focal, dyskeratotic and necrotic 
epidermal cells; and a perivascular, lym- 
phocytic infiltrate of the papillary layer of 
the dermis, with focal lymphocytic inva- 
sion of the epidermis. 


Discussion 


DR ANTOINETTE Hoop: In 1966, Bill- 
ingham delineated the prerequisites for 
GVHR in animals: (1) the graft must con- 
tain immunologically competent cells; (2) 
the host must possess transplantation anti- 
gens that are lacking in the graft donor, so 
that the host appears foreign to the graft 
and is, therefore, capable of antigenically 
stimulating the graft; (3) the host must be 
incapable of mounting an effective immu- 
nologic reaction against the graft.' Bone 
marrow transplantation provides the opti- 
mal clinical setting for the development of 
GVHR in humans; in fact, GVHR has be- 
come one of the major complications of 
this procedure. Graft-versus-host reaction 
occurs in approximately 70% of recipients 
of bone marrow transplantations; over 50% 
of these patients die of infectious compli- 
cations.’ 

For unknown reasons, GVHR tends to 
manifest itself in man in a limited number 
of organs, namely, the intestines, where it 
may result in diarrhea severe enough to 
cause malabsorption and electrolyte imbal- 
ance; the liver, where it results in choles- 
tasia, associated with elevation of the 
SGOT level; and the skin. 

The dermatologic manifestations of 
GVHR can be divided into acute and 
chronic phases. Acute GVHR tends to oc- 
cur between 7 and 21 days after transplan- 
tation and is characterized by a faint, 
blanchable, macular, erythematous erup- 
tion, usually beginning on the torso and 
spreading to the face and extremities, This 
eruption often spontaneously subsides 
with therapy with methotrexate, the con- 
ventional post-transplantation drug. A 
more severe, florid, acute GVHR may oc- 
cur within the first six weeks after trans- 
plantation. This acute phase of GVHR is 
characterized by the appearance of dis- 
crete erythematous-to-violaceous, scaling 
lesions; localized or diffuse exfoliative der- 
matitis; or even bullae. Although the mani- 
festations of florid GVHR may be limited 
to the skin, signs and symptoms of the dis- 
ease are usually present in other organs. 
The occurrence of severe, acute GVHR in 
two or more organs is associated with a 
high rate of mortality from concomitant 
bacterial, viral, fungal, and parasitic infec- 
tions. Administration of ATG has been 


successful in stopping the GVHR in some 
cases.? 

Chronic GVHR, which occurs several 
months to a year after transplartation, 
may be preceded by acute GVHR. Tae skin 
and liver are the organs affected. Because 
of the relatively small number of long- 
term survivors of bone marrow trans- 
plants, less is known about this phase. I 
have seen two other persons, besices the 
present patient, who had this complication. 
All three demonstrated striking sclero- 
derma-like changes of the skin, as well as 
an unusual, reticulated hyperpigmenta- 
tion. The most severely affected individual 
had chronic ulcerations and alopecia. 

Histologically, acute florid GVHR is 
characterized by spongiosis, focal vacuolar 
and liquefaction degeneration of the basal 
cell layer, and a lymphocytic infiltrate that 
surrounds dermal blood vessels and focally 
invades the epidermis. The pathognomonic 
change involves a dyskeratotic, necrotic 
epidermal cell within an intraepiderraal la- 
cuna.‘ In chronic GVHR, the epidermis is 
atrophic; there is marked hyalinization of 
the dermis; and the lymphocytic infiltrate 
is sparse. 

In seeing these patients, one is struck by 
the close resemblances, both clinically and 
histologically, between GVHR and lupus 
erythematosus and scleroderma. If some 
common pathogenesis exists between the 
diseases, it is exciting to think that GVHR, 
with its animal model counterpart, may 
provide us with a means of defining and ul- 
timately treating these connective tissue 
disorders. 

Dr IRWIN BRAVERMAN: Interestingly, the 
pigmentation is reticular or polygonal, 
which I believe to be related to the pattern 
of the superficial dermal plexus of vessels 
that horizontally traverses the papillary 
and the reticular layers of the dermis. 
What seems to be most important in the 
“microcirculation” of the hypersensitivity 
reaction and of other kinds of immunologic 
reactions are the segments of the vessels 
between the capillaries and the venules, 
the so-called post-capillary venules, from 
whence all the lymphocytes extravasate. 
Possibly, the amount of inflammation oc- 
curring along these paths is enough to 
cause the overlying, reticulated hyper- 
pigmentation. 
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In the serous inflammatory Mast cells rupture and release The rapidly spreading reac 


process, plasma escapes between histamine, sustaining vasodilitation tion, which starts in the small veins 
the endothelial cells and out of the and capillary permeability. Lyso- and then the capillaries, is kept in 
blood vessels. Granulocytes, lympho- somal enzymes and the acid pH in operation by histamine, polypepti 
cytes, monocytes and erythrocytes the pericapillary area of inflamma- and bradykinin, together with cell 
find their way out through the cellular tion cause dissolution and disinte- breakdown products. 

gaps into the same area. gration of the collagenous filaments. 


RENDITION OF AN ACUTE INFLAMMATORY PROCESS AND 


inflamed capillary 
with contracted 
endothelial cell 


Escaping plasma 


Broken intercellular 
bridge 


Plasma collecting 
between pericytes and 
basement membrane 


Separation of endothelial 
cell from basement 
membrane 


O Granulocytes* 

7 Lymphocytes* 

8 Erythrocytes* 

7 Ruptured mast cel 
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3 TURN TO 


Fluccinonide, the steroid in 
Lidex* cream and oinement and 


Topsyn* gel, is an effective anti- (FLUOCINONIDE) QO596 


inflammatory, vasocoastrictive and 
antipruritic agent. The fluocinonide FOR EFFICACY 
in each form of these 3yntex topical 
preparations is 10096 cissolved, so 
that it is readily availcole upon 
application. 
For the inflammatory manifes- 
tations of all steroid-responsive 
dermatoses, Lidex and Topsyn topicals 
mean effective, full-Dotency therapy. 


RENDITION OF THE EFFECTS OF FLUOCINONIDE IN THE CAPILLARY AREA 
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Tight intercellular 
junction — returned to 
normal state 


Normal minis (o> 16 elf 
bridge 


Basement memtrane 
returned to normal state 


Pericytes returning to 
normal position 


Lymphocytes* 
Monccytes* 
Erythrocytes* 


Mast cell* 
*stabilizing 


See next page for summary-of 
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Lidex 0.05% cream 
(fluocinonide) 


DESCRIPTION 

LIDEX cream 0.0596, LIDEX ointment 0.05% and 
TOPSYN Gel 0.05% contain the active com- 
pound fluocinonide. Fluocinonide, which is 
the 21-acetate ester of fluocinolone acetonide, 
has the chemical formula 6a, 9a -difluoro-11B, 
lóa, 17a, 21-tetrahydroxypregna-1,4-diene-3, 
20-dione, cyclic 16, 17-acetal with acetone 21- 
acetate. Its chemical structure is: 





LIDEX cream contains fluocinonide in FAPG* 
cream, a specially formulated cream base 
consisting of stearyl alcohol, polyethylene 
glycol 6000, propylene glycol, 1, 2, 6-hexane- 
triol and citric acid. This white cream vehicle 
is greaseless, non-staining, anhydrous and 
completely water miscible. The base provides 
emollient and hydrophilic properties. In this 
formulation, the active ingredient is totally in 
solution. 

LIDEX ointment contains fluocinonide in a spe- 
cially formulated ointment base consisting of 
Amerchol CAB (mixture of sterols and higher 
alcohols), white petrolatum, propylene car- 
bonate and propylene glycol. It provides the 
occlusive and emollient effects desirable in an 
ointment. In this formulation the active ingredi- 
ent is totally in solution. 

TOPSYN Gel contains fluocinonide in a spe- 
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1HE LIDEX (FLUOCINONIDE) 005% 


Lidex 
0.05% ointment 
(fluocinonide) 





cially formulated gel base consisting of propyl- 
ene glycol, propyl gallate, disodium edetate, 
and Carbopol 940 (carboxypolymethylene) 
with NaOH and/or HCL added to adjust the 
pH. This clear, colorless, thixotropic vehicle is 
greaseless, non-staining and completely water 
miscible. In this formulation, the active ingredi- 
ent is totally in solution. 


ACTIONS 

LIDEX (fluocinonide) cream and ointment and 
TOPSYN (fluocinonide) Gel are effective be- 
cause of their anti-inflammatory, antipruritic 
and vasoconstrictor action. 


INDICATIONS 

LIDEX cream and ointment and TOPSYN Gel 
are intended for the relief of inflammatory 
manifestations of corticosteroid responsive 
dermatoses. 


CONTRAINDICATIONS 

Topical steroids are contraindicated in vac- 
cinia and varicella. Topical steroids are con- 
traindicated in those patients with a history 
of hypersensitivity to any of the components of 
the preparation. 


PRECAUTIONS 

If irritation develops, the cream, ointment or 
gel should be discontinued and appropriate 
therapy instituted. In the presence of an infec- 
tion the use of an appropriate antifungal or 
antibacterial agent should be instituted. 

If a favorable response does not occur promptly, 
the corticosteroid cream, ointment or gel 
should be discontinued until the infection has 
been adequately controlled. 

If extensive areas are treated, the possibility 
exists of increased systemic absorption and 
suitable precautions should be taken. 
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and the 
fluocinonide gel 
known as 
Topsyn* 0.05% 
(fluocinonide) 





Although topical steroids nave not been 
reported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant 
females has not absolutely been established. 
Therefore, they should not be used extensively 
on pregnant patients, in large amounts or for 
prolonged periods of time 

LIDEX* (fluocinonide) cream and ointment and 
TOPSYN* (fluocinonide) Gel are not for oph- 
thalmic use. 


ADVERSE REACTIONS 
The following local adverse reactions have 
been reported with topical corticosteroids: 


buming folliculitis 

itching acneform eruptions 
irritation hypopigmentation 
dryness strioe 

secondary infection skin atrophy 


DOSAGE AND ADMINISTRATION 

A small amount should be gently massaged 
into the affected area three or four times daily, 
as needed 


HOW SUPPLIED 

LIDEX 0.05% Cream — 15g, 30g and 62g 
tubes. 

LIDEX 0.05% Ointment — 15g, 30g anc 60g 
tubes. 

TOPSYN Gel 0.05% — 15g and 50g tubes. 


Address medical inquiries to: 
Syntex Laboratories, Inc. 
Palo Alto, California 94304 


SYNTEX 


SYNTEX LABORATORIES, INC 
PALO ALTO. CALIFORNIA 94304 












. For jock itch 
and athlete's foot 


Tinactin Cream 


eBegins to relieve itching, burning within 


24 hours 
e Actually kills most skin ringworm fungi 
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We ! 
Fostex® the flexible therapeutic acne wash that degreases, dries, and peels. 
Easily integrated with all topical or systemic therapy for acne Grades |, Il, and 
Ill. Convenient and economical Fostex Liquid and Cream are also effective 
anti-seborrheic shampoos for oily scalps associated with acne. Available as 
Fostex Cream in 4% oz. jars, Fostex Cake in 3% oz. bars, and Fostex Liquid 


in 5 oz. plastic bottles. 


Transact? the transparent medicated acne gel. A thin film of Transact will 
dry the oiliest of skin and is ideal for acne on chest, shoulders, and back. 
Greaseless, nonstaining, with a fresh clean fragrance. In 1 oz. plastic tubes. 


Fostril? the flesh-tinted drying and peeling lotion that conceals as it heals. 
Adaptable to Grades |, Il, or III acne, Fostril is available in 1 oz. plastic tubes. 
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p^ UWeESTWOOD 
i PHARMACEUTICALS INC 
| Buffalo, New York 14213 
E In Canada, Belleville, Ontario K8BN522 
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Before Vanseb. Scanning electron micro- 


graph (1000x) shows common hair damage. 





After Vanseb. After 3 shampooings with 
Vanseb, another micrograph of the same hair 
shows that damage has been greatly repaired. 


Look closely before 








shampoo. Vanseb? 

Vanseb is the first antisebor- 
rheic shampoo that actually repairs 
your patient's damaged hair while 
it controls dandruff. It works on 
the frizzies as well as the flakes. 

What makes Vanseb unique is 
protein. Tests prove that protein 
reduces split ends, thickens the hair 
and increases tensile strength. 

To your patient, this means 
hair that's manageable, soft and 


G. S. Herbert Laboratories Irvine, California 92664 U.S.A. H 





you recommend another 
dandruff shampoo. 


The only difference between the photo on 
the left and the photo on the right is a dandruff 





silky. To you, it means a therapy that works 
because your patient will follow it. Even if 


frequent shampooing is necessary. 

For cases requiring a tar sham- 
poo, we make Vanseb*-T, also with 
protein. 

Everybody says their tar shara- 
poo is cosmetically elegant. Vanseb-T 
really is. It doesn't look or smell 
like a tar shampoo. It produces 
abundant lather. And it leaves hair 
lustrous and easy to comb. 

Vanseb and Vanseb-T. To help 
the hair as well as the scalp. 


We fix more than Dandruff. 


TUU UYDERCHC ne ae a aan HI TUTTA n 
d ‘ < » ? 
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Ultraviolet Light Standardization 
in the Goeckerman Regimen 


To the Editor.-For the physician 
using the modified Goeckerman regi- 
men, the exact amount and course of 
ultraviolet light (UL VL) exposure can 
be confusing. The standard texts and 
pertinent dermatologic literature of- 
fer few concrete directions on the 
specifies of ultraviedet light therapy. 

We have slightlr modified the ex- 
cellentsuggestion by Bowers et al for 
ultraviolet light therapy (Br J Der- 
matol 78:273, 1966). We light-test each 
individual to obtan a minimal er- 
ythemal dose (MED) value and then 
start treatment at 50% MED expo- 
sure. This is followed daily by increas- 
ing the dose to 25% over the previous 
day's exposure. W2 administer this 
progressive dose orze daily, six times 
weekly. We contirue in this loga- 
rithmic progressior for a total of 21 
consecutive treatments or to the max- 
imum of patient tolerance, whichever 
occurs first. The guide to continuing 
the progression is *he patient's com- 
fort. Prior to the patient’s exposure, 
he is asked about any discomfort in 
the areas of previous UVL therapy. If 
there is substantial discomfort with- 
out objective evidence of a burn, the 
previous day's dose ‘s simply repeated 
without progression, and subsequent 
exposures are increased by only half 
the rate—that is, by 12.5% over the 
previous day's expesure. If there is 
objective evidence ef a burn, the su- 
pervising physician reviews the pa- 
tient’s regimen ane outlines the re- 
maining course. When tolerance is 
reached, continued therapy is given 
on an individualizec basis. 

This regimen has the advantage of 
being functionally reproducible on 
any UVL apparatus. It provides a 
logarithmic progression of exposure 
that administers tae light therapy 
faster and thus is more economical in 
terms of hospital time, physician 
time, and patient time. Furthermore, 
the regimen is simpe and lends itself 
to reproduction in a table form that 
technicians can follow without having 
to calculate a new dese for each treat- 
ment. 

We have used this regimen with 
both the hot quartz lamp and the 

| 
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Scabies: Scanning Electron 
Photomicrograph 


To the Editor.—I would like to submit 
a scanning electron photomicrograph 
of a human scabies mite. The orga- 
nism was isolated from a typical bur- 
row on: the patient's hand. With the 
assistance of Dr George Wharton and 
Roy Furumizo of the Acarology De- 
partment, Ohio State University Hos- 
pitals, the specimen was prepared for 


viewing with the scanning electron 
microscope, and photographs were 
taken. 

Recently, similar phetomicrographs 
have been published in the European 
literature.’ 

J. M. ROWER, MD 
Celumbus, Ohio 


1. Juhlin L, Brunk U, Fredriksson BA: Scan- 
ning electron microscopy of Acarus scabie& Acta 
Derm Venereol 55:35, 1975. 


Ventral surface of female Sarcoptes scabiei mite (original magnification x 261). 


fluorescent light box in both inpatient 
and outpatient settings. It has 
worked well in our hands, and we pro- 
pose that this regimen or a similar 
modification be standardized for fu- 
ture comparison studies. 

The views expressed herein are those of the 
author and do not necessarily reflect the views of 
the US Army or the Department of Defense. 

MAJ WALLACE N. WEBER, MC, USA 

Denver 


Benzoyl Peroxide Gel in Acne 
Treatment 


To the Editor.—In recent months, I 
have found that the progressive use 
of benzoyl peroxide gel has greatly 
reduced the need of prescribing sys- 
temic antibiotics in the treatment of 
acne. The progressive nature of the 
regimen enables me to determine the 
individual patient’s tolerance to the 
gel and to estimate its potential ef- 





fectiveness. If a patient suffers irrita- 
tion, the progression stops. 

The regimen is as follows: 

First week—5% benzoyl peroxide 
gel is applied to individual papules 
and pustules on the face at bedtime. 

Second week—5% benzoyl peroxide 
gel is applied to "acne-prone" areas of 
the face at bedtime. 

Third week—In addition to the con- 
tinued application of 5% benzoyl per- 
oxide gel to acne-prone areas, 10% 
benzoyl peroxide gel is applied to in- 
dividual papules and pustules at bed- 
time. 

The regimen can be modified in 
many ways. For example, if a patient 
has skin that I think will over- 
desquamate with the treatment, I 
suggest that the gel be applied every 
other night. Those patients with an 
excellent response at the end of the 
second week might be maintained on 
that regimen without ever using the 
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10% gel. Others with a more stubborn 
acne might be asked to apply the 10% 
gel to acne-prone areas. 

For the purpose of this therapeutic 
approach, I define acne-prone areas as 
those portions of the face that either 
have acne lesions at that moment or 
often have them, even if there are 
none at that time. It is very unusual 
for patients not to know what por- 
tions of their faces are acne prone. 

HARVEY J. COHEN, MD 
White Plains, NY 


Nonproprietary Name 
and Trademarks of Drug 


Benzoyl peroxide gel—Benzagel, Desquam 
X, Panoxyl, Persa-Gel. 


Eczema Craquelé 


To the Editor. — A patient was seen in 
our clinic who had developed eczema 
craquelé on an area of traumatic 
denervation. 

Report of a Case.—A 52-year-old man 
came to our clinic with eczema, craquelé on 
the anterior tibial surface of his left lower 
leg. He had had this condition for one 
month. He had been in a car accident three 
months earlier and had had a deep lacera- 
tion on the middle part of his left leg, 
proximal to the involved area. 

On examination, the affected area had 
decreased sensation to pinprick and was 
extremely dry and red, with superficial fis- 
sures in an irregular reteform pattern. 
There were no other areas of dry skin. 

Using the Wada method, as modified by 
Papa and Kligman, a sweat test was 
performed after the affected area was 
treated for one week with an ointment 
consisting of 1% salicylic acid and 10% 
cocoa butter in cold cream. A marked 
decrease in sweating over the affected 
area was noted, as compared to a corre- 
sponding area on the right leg. 

Comment.—Domonkos defines ec- 
zema craquelé or xerotic eczema as 
dehydrated skin showing redness, dry 
scaling and fine crackling that re- 
sembles cracked porcelain. It occurs 
most frequently on the shins of the 
elderly, during winter weather when 
decreased humidity allows excessive 
water loss from the stratum cor- 
neum.* 

Studies by Gaul and Underwood 
show that chapping of normal skin is 
the result of low barometric pressure, 
combined with a low dew point or low 
moisture content of the air? When 
the atmospheric conditions are re- 
versed, there is rapid improvement of 
the skin condition. Blank found that 
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the cornified epithelium is soft and 
pliable with a moisture content of 
about 10 mg/100 mg dry weight, and 
he studied the contributing factors.’ 
The skin receives water from the 

sweat glands and from the under- 
lying tissues by diffusion. It loses wa- 
ter to the environment by evapora- 
tion. Water is lost at a much more 
rapid rate than it reaches the surface, 
even under the most ideal conditions. 
The barrier appears to be at or near 
the base of the stratum corneum. At a 
relative humidity of 60% or higher, an 
equilibrium exists so that the mois- 
ture content will not drop below the 
critical level of 10 mg/100 mg dry 
weight. However, Blank ignored the 
contribution of the sweat glands, 
stating that they are active only at 
temperatures above 30 C. In view of 
our patient’s condition, it appears 
that the contribution by the sweat 
glands may be more important than 
previously believed. 

H. EILEEN Murray, MD 

R. Roy FonsEv, MD 

Montreal 


1. Papa CM, Kligman AM: Modification of the 
Wada method for visualizing and recording ec- 
crine sweating. J Invest Dermatol 36:167-168, 
1961. 

2. Domonkos AM: Contact dermatitis, drug 
eruptions, atopic dermatitis and eczema, in An- 
drews’ Diseases of the Skin, ed 6. Philadelphia, 
WB Saunders Co, 1971, chap 6, p 133. 

3. Gaul E, Underwood GB: Relation of dew 
point and barometric pressure to chapping of 
normal skin. J Invest Dermatol 19:9-19, 1952. 

4. Blank IH: Factors which influence the wa- 
ter content of the stratum corneum. J Invest 
Dermatol 18:433-440, 1952. 


Therapy With Keratolytic Gel 
and Corticosteroid Ointment 


To the Editor.-l would like to re- 
spond to a number of inquiries re- 
garding the use of a keratolytic gel 
and corticosteroid ointment' in treat- 
ing generalized psoriasis. The failure 
of many topically applied agents to 
clear psoriatic plaques results in part 
from slow penetration through the 
hyperkeratotic surface of the skin. In 
a similar manner, the thickened ab- 
normal stratum corneum may limit 
the response to ultraviolet light (UV) 
treatment. 

We have previously reported that 
hyperkeratotic dermatoses of the 
palms and soles improve more com- 
pletely by combining the use of a sa- 
licylie acid-propylene glycol keratoly- 
tic gel with a corticosteroid ointment 
in a sequential fashion.' Using a sim- 
ilar technique, we have found that 


this combination is more effective 
than steroid ointment alone in treat- 
ing generalized psoriasis. To test the 
combination, we applied keratolytic 
gel, occluded the area for 1% hours 
and followed this with steroid oint- 
ment under occlusion overnigh: on 
one side of the body in five patiants. 
This was compared to treatment with 
steroid ointment alone under occlu- 
sion on the other side. At the end of 
two weeks both sides were improved, 
but the combination therapy was 
clearly superior. 

The keratolytic gel was also effec- 
tive in increasing the response to 
UVB irradiation. After four nightly 
applications of the keratolytic gel un- 
der occlusion to normal skin, irradia- 
tion with one minimal erythemal 
dose (MED) of UVB resulted in con- 
siderably more redness in the treated 
areas as compared to untreated con- 
trol sites. However, no increased re- 
sponsiveness to UVB could be demon- 
strated four hours after applying the 
gel using the technique described by 
Tanenbaum et al; This suggested 
that the response observed after re- 
peated applications of the gel was not 
the result of a phototoxic reaction but 
was caused by increased transmission 
of light from removal of some stra- 
tum corneum. Four patients with 
generalized psoriasis were treated on 
one side of the body with the kera- 
tolytie gel and then wore a plastic 
suit for eight hours. They were irra- 
diated daily with increasing doses of 
UVB starting with one MED. The 
treated side showed more redness 
within several days and considerably 
more flattening of the lesions et the 
end of ten days. 

These results indicate that removal 
of the stratum corneum may enaance 
the response to physical and chemical 
therapeutic regimens. The keratolytic 
gel is very effective in removing 
thickened stratum corneum and ap- 
pears to be useful in combination 
with other more specific agents. 

Howarp P. BADEN, MD 
Boston 


1. Baden HP: A new regimen for the treat- 
ment of psoriasis. Cutis, to be published. 

2. Tanenbaum L, Parrish JA, Pathak MA, et 
al: Tar phototoxicity and phototherapy Zor pso- 
riasis. Arch Dermatol 111:467-470, 1975. 


Pyogenic Granuloma as a 
Complication of Cryosurgery 


To the Editor.—There have been few 
reports in the literature of complica- 
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tions frora the use of cryosurgery in 
the treatment of benign and malig- 
nant skir lesions. We would like to 
report the develooment of a pyogenic 
granuloma in an area treated by cryo- 
surgery fer a basal cell carcinoma. 


Report opa Case.—A 64-year-old man was 
referred tc the Dermatology Clinic, Uni- 
versity of Virginia Hospital, in November 
1974, for evaluation of a lesion in the lower 
midback area that kad been present for at 
least two years. Examination showed a 
well-demarzated erythematous lesion, 
measuring 2 cm in diameter, with central 
ulceration .nd a pearly border. A clinical 
diagnosis o basal cell carcinoma was made 
and was coafirmed »y biopsy. After inser- 
tion of two thermocouple needles approxi- 
mately 5 mm beneath the surface of the 
carcinoma, the lesion was treated by cryo- 
surgery. Within 60 =conds of freezing, the 
thermocouple needles registered —20 C. 
The lesion was allowed to thaw and was 
then refrozen for #0 seconds. Maximum 
freezing with the cryospray occurred in the 
area of tb» tumor but the tissue was 
lightly frozen several centimeters sur- 
rounding the carcinema. After freezing the 
lesion, the patien was instructed to 
cleanse the area twi«e daily with hydrogen 
peroxide ard to return for reevaluation in 
one month. On his return visit, examina- 
tion of the treated area showed a thick 
crust in the area of the carcinoma. How- 
ever, 1.5 em latera! to the crusted area, 
there was a mm papilloma with an eroded 
surface tha’ clinically was compatible with 
a diagnosis of pyogenic granuloma (Fig- 


Pycgenic granulema lateral to crusted 
treatment site. 
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ure) The patient stated that the lesion 
had appeared approximately one week 
after cryosurgery, had grown rapidly to 
reach its present size, and had often bled 
when traumatized. The lesion was excised, 
and histologically, it was found to be a 
pyogenic granuloma. Follow-up examina- 
tion one month later showed that both 
areas had healed, and there was no 
evidence of recurrence of the basal cell 
carcinoma or the pyogenic granuloma. 


Comment.—Pyogenic granuloma is 
commonly thought to occur in sites of 
trauma and probably is not due to 
infection, despite its name. Recently, 
suggestions have been made concern- 
ing excessive local production of 
epidermal angiogenic factor following 
injury, but this speculation has not 
been verified for this lesion, as has 
been reported in the ARCHIVES 
(110:958, 1974). To our knowledge, the 
development of a pyogenic granuloma 
after cryosurgery in the treatment of 
basal cell carcinoma has not been 
previously recorded. 

KENNETH E. GREER, MD 
GREGORY F. Bishop, MD 
Charlottesville, Va 


Cromolyn Therapy 
in Chronic Infantile Eczema 


To the Editor.—The principal effect of 
cromolyn sodium (disodium cromogly- 
cate) is believed to be inhibition of the 
release of chemical mediators on 
anaphylaxis from sensitized mast 
cells. There are some indieations*? 
that cromolyn taken orally may inhib- 
it the development of gastrointes- 
tinal manifestations of food allergy. 
Also, cromolyn may block the develop- 
ment of remote manifestations, such 
as urticaria, following ingestion of an 
offending food allergen. 

This report documents what is 
believed to be the first recorded use of 
cromolyn in the treatment of infantile 
eczema. 


Report of a Case.—The patient is a 6- 
year-old boy, whose eczema was first diag- 
nosed at eight weeks of age. His disease 
was of sufficient intensity to require hospi- 
talization on five occasions during the first 
24 months of life. Intermittent therapy 
with oral steroids as well as nearly contin- 
uous application of topical steroids have 
been necessary to control his skin lesions. 

At five years of age, signs and symptoms 
of asthmatic bronchitis were first noted. 
This condition was adequately eontrolled 
by oral bronchodilators until this year, 


when wheezing became almost constant. 

At this time, it was decided to start 
cromolyn inhalations as a prophylactic 
measure for asthma. After receiving 
cromolyn for only a few days, a definite 
clearing of his chronic eczema was noted by 
his parents. 

To determine if this skin effect was 
mediated systemically by cromolyn ab- 
sorbed through the bronchial mucosa or by 
ingested cromolyn acting on the gastroin- 
testinal tract, the use of inhaled cromolyn 
was discontinued, and orally administered 
cromolyn was started. 

The effeet produced by using inhaled 
cromolyn could also be obtained by using 
cromolyn dissolved in water, taken orally. 
The clearing of eczematous lesions could be 
reversed by discontinuing the cromolyn 
and induced again by resuming the medi- 
cation. 


Comment.—A double-blind cross- 
over study is currently underway to 
further evaluate the use of orally 
administered cromolyn in infantile 
eczema. Preliminary results show no 
correlation between the usual vari- 
ables in this disease and a positive 
response to cromolyn therapy. This 
seems to indicate a basic dichotomy in 
the pathogenesis of infantile eczema. 
In the group that does respond posi- 
tively to orally administered cromo- 
lyn, the mode of action would most 
likely be locally on mast cells lining 
the gastrointestinal tract. If proven to 
be the operative mechanism here, 
there would be strong evidence for an 
atopic cause in this group of patients 
with infantile eczema. 

RUSSELL F. SHaw, MD 
Los Alamos, NM 


1. Cox JSG: Disodium cromoglycate (FPL 670) 
(‘Intal’): A specific inhibitor of reaginic antibody- 
antigen mechanisms. Nature 216:1328-1329, 
1967. 

2. Freier S, Berger H: Disodium cromoglycate 
in gastrointestinal protein intolerance. Lancet 
1:913-915, 1973. 

3. Freier S: Pediatric gastrointestinal allergy. 
Clin Allergy 3:597-618, 1973. 


Erythema Annulare Centrifugum 
With Ovarian Cystadenoma 


To the Editor.—Although much atten- 
tion has been directed to the possi- 
bility of a causal relationship be- 
tween dermatosis and the existence 
of an internal malignant tumor, com- 
paratively little is known of any pos- 
sible association between skin lesions 
and the existence of a benign tumor. 
We have observed a case of erythema 
annulare centrifugum that cleared 
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after the removal of a benign ovarian 
cystadenoma. 


Report of a Case.—The patient was a 52- 
year-old woman, who denied having had 
any previous skin diseases. In 1952, a cyst 
was removed from her right ovary. In July 
1972, she was admitted to the hospital with 
many pruritic, annular lesions. The lesions 
had affected the left buttock initially and 
then had spread to the torso and extrem- 
ities a few weeks later. 

The eruption consisted of an annular er- 
ythema, with a raised border and a central 
clear area, and of small, reddish, edema- 
tous plaques with a few vesicles (Figure). 
On physical examination, the patient was 
found to have a mass on the adnexa uteri 
on the left side. Routine laboratory studies 
showed no abnormalities, other than an el- 
evated erythrocyte sedimentation rate 
(Westergren) of 44 mm/hr. 

A skin biopsy specimen taken from the 
border of an annular lesion showed a 
dense, perivascular infiltrate, composed of 
lymphocytes and eosinophils, in the der- 
mis; the blood vessels were dilated and 
showed endothelial proliferation. A skin 
biopsy specimen taken from a small, red- 
dish plaque showed focal spongiosis of the 
Malpighian layer. Vascular dilation, 
edema, and an infiltrate of lymphocytes 
were present in the dermis. The clinical 
and histopathological findings were consist- 


Annular lesion and reddish, edematous 
plaque on back. Scars due to moxibustion 
on bilateral scapular regions. 
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ent with the diagnosis of erythema annu- 
lare centrifugum. 

A simple panhysterectomy and salpingo- 
oophorectomy on the left side were per- 
formed. A smooth, blood-filled cystic mass, 
measuring 15 em by 13.5 em by 8 em, was 
removed. Histopathological examination 
showed it to be a benign ovarian cyst- 
adenoma, with no malignant changes. 

The eruption disappeared completely 
within ten days after the operation, and it 
has not recurred in the ensuing two years. 


Comment.—This case suggests that 
a causal relationship may exist be- 
tween an erythematous eruption and 
the existence of a benign ovarian cyst, 
but the evidence is as yet inconclusive. 
A search of the literature found only 
four similar cases, in which removal of 
a benign tumor was followed by re- 
mission or improvement of an erythe- 
matous eruption: a case of bullous 
erythema multiforme, with leiomyo- 
ma of the stomach’; a case of ery- 
thema annulare centrifugum, with 
breast hypertrophy’; a case of fig- 
urate erythema, with ovarian cystade- 
noma’; and a case of figurate erythe- 
ma, with uterine fibroma.‘ Although 
the association of an erythematous 
eruption with a benign tumor is rare, 
it is important to recognize that it 
may occur. 
JUNJI IKADA, MD 
SABURO KISHIMOTO, MD 
Krvosui KaGami, MD 
YOSHIO NAKANO, MD 
Kyoto, Japan 
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Protection of Skin From Sun 


To the Editor.—I have found this in- 
formal essay of value in helping my 
patients to protect their skin from 
the sun, and I believe that it might be 
of interest to your readers. 


Prevention of Further 
Sun Damage to Your Skin 

The blemishes I have found on your skin 
are the result of damage by the sun's rays. 





The sun has been acting on your skin ever 
since you were first put outdoors in your 
baby carriage many years ago. Further ex- 
posure will increase the damage. 

Protection from the sun in the Phila- 
delphia area is needed only from May 15 to 
Sept 15. In the South, however, it is needed 
in additional months. The sun is most in- 
tense at noon (1 PM, daylight saving time). 
Less damage is caused in the morning and 
in the late afternoon because the sunlight 
slants through more of the earth’s atmo- 
sphere, which blocks out ultraviolet rays. 
Although clouds block visible light, ul- 
traviolet rays pass through them, so pratec- 
tion is needed in the critical months, re- 
gardless of the weather. Ultraviolet rays 
are filtered out by window glass. If the win- 
dows of the car are up, you are protected. 

While all areas of the skin cre suscep- 
tible to sun damage, it is the face that suf- 
fers most because it has been exposed to the 
sun more than other areas. Since they have 
been exposed less, the arms, legs, and torso 
need less protection. If bald, the scalp is in 
great need of protection, sinee the sun 
meets it head on. If not bald, the scaly re- 
ceives adequate protection from the hair. 

Clothing is the most effective agent 
for warding off the sun's rays. A broad- 
brimmed hat.or a cap with visor (or a visor 
alone) protects the face, but only the 
brimmed hat protects the nape of the neck. 
Sun is reflected by sand and, to a scme- 
what lesser extent, by water. On the beach 
or the water, a sunscreen is needed to 
shield the face from these reflected rays. 
Arms are protected by long sleeves, and 
legs are protected by trousers or slacks. 
Golfers may wear gloves to protect the 
backs of the hands. 

Many sunscreen lotions and creams that 
do a good job of shielding the skin from the 
sun are available today without a pre- 
scription, but they are not as effective as 
clothing. Almost all of the sunscreen lotions 
and. creams are washed off by perspiration 
and swimming and must be reapplied. 
There is one ointment that clings tena- 
ciously to the skin, even after wetting, and 
offers long-term protection. However, sand 
sticks to it, and many patients do not find 
it cosmetically appealing. For the sailer, it 
is an excellent preparation, esvecially for 
the face. 

I do not want you to overrecct to all of 
this. All outdoor sports can be enjoyed. If 
you are going swimming, apply the sun- 
screen I have given you, sit in the shade 
(under a beach umbrella, on a covered 
patio, or under a tree), take your swim, 
dry off, and then put on a robe and hat and 
reapply the sunscreen. You may swim as 
often as you like. 

IRA LEO SCHAMBERG, MD 
Elkins Park, Pa 
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~“Spacean_ microbicieal power 
BETADINE ANTISEPTICS _ 


BETADINE Skin Cleanser and BETADINE Ointment 
provide the same broad-spectrum microbicidal 
action as BETADINE microbicides chosen by NASA 
for the Skylab mission and for Apollo 11/12/14 
splashdowns. They kill gram-positive and gram- 
negative bacteria (including antibiotic-resistant 
strains), fungi, viruses, protozoa and yeasts... 

are virtually nonirritating and nonstinging... 
nonstaining to skin and natural fabrics. 


BETADINE Skin Cleanser degerms the skin of 
patients with common pathogens, including 
Staph. aureus ...helps prevent recurrence 
of acute inflammatory skin infections and 
spread of infection in acne pimples...may 
be used routinely for general skin hygiene. 
(In the rare instance of local 
irritation or sensitivity, discon- 
tinue use in the individual.) 


BETADINE Ointment kills 
pathogens in skin and wound 
infections ...indicated in 
infected stasis ulcers and to 
help prevent infection in burns, 


lacerations and abrasions. Not 
greasy or sticky ...the treated 
area can be bandaged. 


LJ 
Purdue Frederick 
(c COPYRIGHT 1974, THE PURDUE FREDERICK COM?ANY 
NORWALK, CONN 06856 TELE] 142574 





News and Notes 


The Third Annual Hair Transplant 
Symposium and  Workshop.—The 
American Society for Dermatologic 
Surgery, the American Academy of 
Facial Plastic and Reconstructive 
Surgery, and the American Associa- 
tion of Cosmetic Surgeons are co- 
sponsoring this conference, which is 
designed to offer an opportunity for 
the exchange of ideas among various 
disciplines and to present the latest 
advances in techniques on hair trans- 
plantation. It will be held Feb 13 and 
14, 1976, at the Stough Dermatology 
and Cutaneous Surgery Clinic, P.A., 
Doctors Park, Hot Springs, AR 71901. 
Attendance will be limited. Faculty 
will include dermatologists, otolaryn- 
gologists, and regional and general 
plastic surgeons. For further infor- 
mation, contact D. B. Stough III, MD, 
Program Director at the address 
given previously. 


Contact Dermatitis Symposium.—A 
two-day postgraduate symposium on 
contact dermatitis will be held on Feb 
9 and 6, 1976, at Stanford University. 
It will consist of didactic lectures, 
panels, demonstrations and problem 
case-solving. In addition to the Stan- 
ford faculty, special guest lecturers 
will include John Epstein, MD; Alex- 
ander Fisher, MD; Gerald Gellin, MD; 
Walter Larsen, MD; Howard Mai- 
bach, MD; and William Schorr, MD. 
The tuition is $150 with residents ad- 
mitted for half price. 

For information, contact Paul H. 
Jacobs, MD, Program Co-Chairman, 
Department of Dermatology, Stan- 
ford University Medical School, Stan- 
ford, CA 94305. 


Opening for Academic Dermatolo- 
gist.—A new faculty position in the 
Department of Dermatology at the 
University of Michigan Medical 
School has been created for a board- 
certified or qualified dermatologist 
with experience in teaching, patient 
care, and research. The candidate 
must be interested in a career in aca- 
demic dermatology, with special 
training or expertise in a specific clin- 
ical or investigative area of dermatol- 
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ogy. The applicant must be eligible 
for a Michigan license. Academic title 
and salary will be commensurate with 
experience and credentials. Send ap- 
plication letter and curriculum vitae 
to John J. Voorhees, MD, Professor 
and Chairman, Department of Der- 
matology, University of Michigan 
Medical School, Ann Arbor, MI 48104. 
All communications will be confiden- 
tial. The University of Michigan is a 
nondiscriminatory, affirmative action 
employer. 


International Society of Pediatric 
Dermatology.—The International Soci- 
ety of Pediatric Dermatology has 
been formed recently by a group of 
dermatologists and pediatricians. 
Those interested in becoming mem- 
bers of the society can be either pe- 
diatricians, dermatologists, or both. 
Officers of the Society are: Ramón 
Ruiz-Maldonado, MD, president; 
Lawrence Solomon, MD, secretary; 
and Coleman Jacobson, MD, trea- 
surer. 

For further information write to 
Lawrence Solomon, MD, PO Box 6998, 
Chicago, IL 60680. 


Society for Pediatric Dermatology.— 
At a meeting in Dallas on March 22, 
1975, the Society for Pediatric Der- 
matology was founded, the goals of 
which are “to promote, develop, and 
advance education, research, and care 
of skin disease in the pediatric age 
group.” The first officers of the society 
are Alvin H. Jacobs, MD, of Stanford 
University, president; Sidney Hur- 
witz, MD, of New Haven and Samuel 
Weinberg, MD, of New York, vice- 
presidents; and William Weston, MD, 
of the University of Colorado, secre- 
tary-treasurer. Additional members 
of the executive committee are N ancy 
Esterly of the University of Chicago 
and Michael Jarratt of Baylor. 

Membership in the society is open 
to anyone board certified or board eli- 
gible in pediatrics or dermatology or 
both and to trainees in either spe- 
cialty. 

It is the society’s intent to examine 
and make recommendations concern- 
ing the status of dermatologic train- 
ing in pediatric training programs as 
well as the status of pediatric derma- 
tology in dermatology training pro- 
grams. In addition they will explore 
the requirements and availability of 
specific training in the subspecialty of 
pediatric dermatology. 


The first scientific meeting is ten- 
tatively scheduled to take place in As- 
pen, Colo, July 23-25, 1976. Anyone in- 
terested in this society should contact 
either Alvin H. Jacobs, MD, Depart- 
ment of Dermatology, Stanford Uni- 
versity Medical Center, Stanford, CA 
94305; or William L. Weston, MD, Di- 
vision of Dermatology, University of 
Colorado Medical Center, Denver. CO 
80220. 


Dermatopathology Fellowship, 1977- 
1978.—The Dermatopathology Fellow- 
ship at New York University School 
of Medicine is designed to prepare 
dermatologists and pathologists for a 
career in dermatopathology within a 
medical center environment. This will 
be accomplished by full participation 
in an active dermatopathology labo- 
ratory functioning withir a depart- 
ment of clinical dermatology. 

The fellow will learn the optimal 
handling of specimens in the labora- 
tory and will study, microscopical- 
ly, the more than 100 skin specimens 
that are processed daily in the lab- 
oratory. Included in the program will 
be attendance at clinical conferences 
in the Department of Dermatology 
and twice-weekly dermatopathology 
luncheon conferences where subjects 
of interest are discussed in depth. In 
addition, the fellow is actively in- 
volved in planning and presenting 
the weekly dermatopathology confer- 
ence. The stipend is $15,000.00. 

A. Bernard Ackerman, MD, Direc- 
tor of Dermatopathology, is in charge 
of this program and serves as tutor 
and supervisor. Address inquiries to 
him at 562 First Ave, New York, NY 
10016, or call him at (212) 679-3200, 
ext 2766. 


Symposium on Measurement of Phys- 
ical Properties of Skin.—A Symposium 
on Methods for the Measurement of 
the Physical Properties of the Skin 
will be held under the auspices of the 
University of Wales (Ronnie Marks) 
and University of Miami (Harvey 
Blank), March 10-14, in Miami, Fla. 

Attendance will be limited, but 
those who would like to contribute or 
participate are invited to correspond 
with either Dr Marks (Department of 
Medicine, University Hospital of 
Wales, Heath Park, Cardiff, CF4, 
4XW, United Kingdom) or Dr Blank 
(Department of Dermatology, Uni- 
versity of Miami School of Medicine, 
PO Box 52087, Biscayne Annex, 
Miami, FL 33152). 
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The meny forms of Cordran 
make it useful for a variety of 
corticostereid-responsive 
dermatoses 

The tage offers a unique and 
cosmetically acceptable delivery 
system. Impervious to moisture, 


the tape is especially advantageous 


for dry. scaang localized lesions. 
It acts as a mechanical splint to 
fissured skim and prevents 
accidental semoval of the 
medication 

Cream ordran is water- 
miscible and therefore of use in 
moist, weeping lesions. Its 


nonstaining base contains no wax, 
and it is invisible after application. 


Ointment Cordran helps 
soften dry, scaly lesions and is 
paraben-free. 

Lotion Cordran is ideal for 
hairy areas and is well tolerated 
on inflamec skin. 

The hal--strength cream and 
ointment preparations are 
economical for widespread 
dermateses. 


When a topical steroid 
is needed. .. 


Cordran 
(flurandrenolide) 





AP he ss 
Description: Cordran" (flurandrenolide, Dista) is a potent cor- 
ticosteroid intended for topical use. The chemical formula of 
a is 6a-fluoro-16a-hydroxyhydrocortisone 16,17-ace- 
onide. 

Each Gm. of Cream Cordran contains 0.5 mg. (0.05 percent) 
or 0.25 mg. (0.025 percent) flurandrenolide in a base com- 
posed of stearic acid, cetyl alcohol, mineral oil, polyoxyl 40 
stearate, ethylparaben, glycerin, and purified water. 

Each Gm. of Ointment Cordran contains 0.5 mg. (0.05 per- 
cent) or 0.25 mg. (0.025 percent) flurandrenolide in a base 
composed of white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. (0.05 percent) 
flurandrenolide in an oil-in-water emulsion base composed of 
glycerin, cetyl alcohol, stearic acid, glyceryl monostearate, 
mineral oil, polyoxyl 40 stearate, menthol, benzyl alcohol, and 
purified water. 

Cordran™ Tape (flurandrenolide tape, Dista) is a transparent, 
inconspicuous, plastic surgical tape, impervious to moisture. 
Each square centimeter contains 4 mcg. of flurandrenolide 
uniformly distributed in the adhesive layer. The tape is made of 
a thin, matte-finish polyethylene film which is slightly elastic 
and highly flexible. 

The adhesive is a synthetic copolymer of acrylate ester and 
acrylic acid which is free from substances of plant origin. The 
pressure-sensitive adhesive surface is covered with a protec- 
tive paper liner to permit handling and trimming before applica- 
tion. 


Actions: Cordran is primarily effective because of its anti- 
inflammatory, antipruritic, and vasoconstrictive actions. 

Cordran Tape serves as both a vehicle and an occlusive 
dressing. Retention of insensible perspiration by the tape re- 
sults in hydration of the stratum corneum and improved dif- 
fusion of the medication. The skin is protected from scratching, 
rubbing, desiccation, and chemical irritation. The tape acts as 
a mechanical splint to fissured skin. Since it prevents removal 
of the medication by washing or the rubbing action of clothing, 
the tape formulation provides a sustained action. 


Indications: Cordran is indicated for relief of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 

Cordran, Half Strength, 0.025 percent, is recommended for 
economical maintenance therapy of widespread or chronic 
lesions. For initial therapy, full-strength (0.05 percent) prep- 
—_ of Cream, Ointment, or Lotion Cordran may be pre- 
erred. 

The lotion form is especially advantageous in the treatment 
of acutely inflamed lesions. For ease of application and for 
cosmetic reasons, the lotion is also preferred for dermatitis of 
the scalp, eyelid, ear, and intertriginous areas. 

Cordran Tape is indicated for relief of the inflammatory man- 
ifestations of corticosteroid-responsive dermatoses, partic- 
ularly dry, scaling localized lesions. 


Contraindications: Topical corticosteroids are contraindicated 
in vaccinia and varicella and in patients with a history of hyper- 
sensitivity to any of their components. 

Use of Cordran Tape is not recommended for lesions exud- 
ing serum or in intertriginous areas. 


Precautions: If irritation develops, Cordran should be discon- 
tinued and appropriate therapy instituted. 

In the presence of an infection, an appropriate antifungal or 
antibacterial agent should be used. If a favorable response 
does not occur promptly, Cordran should be discontinued until 
the infection has been adequately controlled. 

If extensive areas are treated or if the occlusive technique is 
used, there is a possibility of increased systemic absorption of 
the corticosteroid, and suitable precautions should be taken. 

Although topical corticosteroids have not been reported to 
have an adverse effect on pregnancy, the safety of their use on 
pregnant women has not been absolutely established. There- 
fore, they should not be used extensively, in large amounts, or 
for prolonged periods of time on pregnant patients. 

These products are not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have 
been reported with topical corticosteroid formulations: 


Acneform eruptions Hypertrichosis 
Burning Hypopigmentation 
Dryness Irritation 
Folliculitis Itching 


The following may occur more frequently with occlusive 
dressings (such as Cordran Tape): 
Maceration of the skin Skin atrophy 
Miliaria Striae 
Secondary infection 
In addition, the tape vehicle may cause purpura and strip- 
ping of the epidermis. 


Administration and Dosage: 

Cream, Ointment, or Lotion —For moist lesions, a small quan- 
tity of the cream or lotion should be rubbed gently into the 
affected areas two or three times a day. For dry, scaly lesions, 
the ointment is applied as a thin film to affected areas two or 
three times daily. 


Use with Occlusive Dressings 

The technique of occlusive dressings (for management of 
psoriasis and other persistent dermatoses) is as follows: 

1. Remove as much as possible of the superficial scaling 
before applying Cordran. Soaking in a bath will help soften the 
scales and permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected areas. 

3. Cover with an occlusive plastic film, such as polyethylene, 
Saran Wrap™, or Handi-Wrap". (When Cordran cream or lotion 
is used, added moisture may be provided by placing a slightly 
dampened cloth or gauze over the lesion before the plastic film 
is applied.) 

4. Seal the edges to adjacent normal skin with tape or hold 
in place by a gauze wrapping. 


5. For convenience, the patient may remove the dressing 
during the day. The dressing should then be reapplied each 
night. 

6. For daytime therapy, the condition may be treated by rub- 
bing Cordran sparingly into the affected areas. 

7. In more resistant cases, leaving the dressing in place for 
three to four days at a time may result in a better response. 

8. Thin polyethylene gloves are suitable for treatment of the 
nands and fingers; plastic garment bags may be utilized for 
treating lesions on the trunk or buttocks. A tight snower cap is 
useful in treating lesions on the scalp. 

Occlusive Dressings Have the Follewing Advantages —1. Per- 
cutaneous penetration of the corticosteroid is enhanced. 

2. Medication is concentrated on the areas of skin where it 
is most needed. 

3. This method»of administration frequently is more effective 
in very resistant dermatoses than is the conventional applica- 
tion of Cordran. 

Precautions to Be Observed in Therapy with Occlusive Dressings 
—Treatment should be continued for at least a few days after 
clearing of the lesions. If it is stopped too soon, a*relapse 
may occur. Reinstitution of treatment frequently will cause re- 
mission. 

Because of the increased hazard of secondary infection 
from resistant strains of staphylococci among ^ospitalized 
patients, it is suggested that the use of occlusive plastic films 
for corticosteroid therapy in such cases be restricted. 

Generally, occlusive dressings should not be used on weep- 
ing, or exudative, lesions. 

When large areas of the body are covered, thermal homeo- 
Stasis may be impaired. If elevation of body temperature 
occurs, use of the occlusive dressing should be discontinued. 

Rarely, a patientmay develop miliaria, folliculitis, or a sensi- 
tivity to either the particular dressing material or a combination 
of Cordran and the occlusive dressing. If miliaria cr folliculitis 
occurs, use of the occlusive dressing should be discontinued. 
Treatment by inunction with a corticosteroid such as Cordran 
may be continued. If the sensitivity is caused by the particular 
material of the dressing, substitution of a different material 
may be tried. 

Warnings —Some plastic films are readily flammabie. Patients 
should be cautioned against the use of any such material. 

When plastic films are used on infants and children, the per- 
sons caring for the patients must be reminded of the danger of 
suffocation if the plastic material accidentally covers the face. 

Cordran Tape — Replacement of the tape every twelve hours 
produces the lowest incidence of acverse reactions, but it 
may be left in place for twenty-four hours if it is well tolerated 
and adheres satisfactorily. When necessary, the tepe may be 
used at nighttime only and removed curing the day. 

If ends of the tape loosen prematurely, they may be trimmed 
off and replaced with fresh tape. 

The directions given below are included on a separate pack- 
age insert for the patient to follow unless otherwise instructed 
by the physician. 





APPLICATION OF 
MEDICATED TRANSPARENT TAPE 


IMPORTANT: Skin should be clean anc dry before tape is 





applied. Tape should always be cut, never torn. 


DIRECTIONS FOR USE: 

1. Prepare skin as directed by your physician or as follows: 
Gently clean the area to be covered to remove scales, crusts, 
dried exudates, andany previously used ointments or creams. 
A germicidal soap or cleanser should be used to prevent the 
development of odor under the tape. Shave or clip the hair in 
the treatment area te allow good contact with the skin and com- 
fortable removal. If shower or tub baths are to be taken, they 
should be completed before the tape is applied The skin 
should be dry before application of the tape. 

2. Remove tape from package and cut a piece slightly larger 
than area to be covered. Round off corners. 

3. Pull white paper from transparent tape. Be careful that 
tape does not stick to itself. 

4. Apply tape, keeping skin smooth; press tape into place. 
REPLACEMENT OF TAPE 

Unless instructec otherwise by your physician, replace tape 
after twelve hours. Cleanse skin and allow it to dry for one 
hour before applying new tape. 


IF IRRITATION OR INFECTION DEVELOPS, REMOVE TAPE AND CON- 
SULT PHYSICIAN 


How Supplied: Cream and Ointment Cordran" (Fluran- 
drenolide, N.F.), 0.05 percent, in 7.5, 15, and 60-Gm. tubes 
and in 225-Gm. jars. 

Cream and Ointment Cordran* (Flurandrenolide, N.F.), Half 
Strength, 0.025 percent, in 30 and 60-Gm. tubes ard in 225- 
Gm. jars. 

Lotion Cordran* (flurandrenolide, Dista), 0.05 percent, in 
15 and 60-ml. plastic squeeze bottles. 

Cordran* Tape (flurandrenolide tape, Dista), in Small Rolls 
24 inches long and 3 inches wide (60 cm. x 7.5 cm.) and in 
Large Rolls 80 inches long and 3 inches wide (200 cm. x 7.5 
cm.). Directions for the patient are included in each package 
of Cordran Tape. (0115734) 
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Additional information available 
to the profession on request. 


Dista Products Company 


Division of Eli Lilly and Company 
Indianapolis, Indiana 46206 
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DERMATOPHYTOSES 
tinea pedis 

tinea cruris 

tinea corporis 








(due to Trichophyton mentagrophytes, Trichophyton 
. rubrum, Microsporum canis, Epidermophyton floccosum) 






and the sometimes 
“look alike” 
CANDIDIASIS 


...as well as TINEA VERSICOLOR 


Artist s rendition of 
Dermatophytoses. Candidiasis and 


Tinea Versicolor Copyright € 1975, Delbay Pharmaceuticals. Inc All rights reserved 
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interdigital colenization by 
Trichophy*or menmgrophytes 


submamrmary colcnization by 
Candela albicans 





colenization by 
Malassezia furfur 


Efficacy. Two multicentric 
double-blir d'stud»es of 400 
patients treated wth LOTRIMIN 
(1% cream or solution) showed 
clinica! cura or improvement 

as follows: 





DERMA-GPHYTOSES' 
tineacmuns + 


tinea cerporis : 97% 
tinea pedis? 79% 
CANDIDIASIS 93% 


TINEA VERSICOLOR 83% 





+due to suseep ible organisms 
tincludes inearc igital end plantar types 


Before prescri- «ine. pleese see product information on next page 
of this advertisement. orconsult your Schering representative 


provides o brood spectrum of 
antifungal activity 


AFTER 


DERMATOPHYTOSES* 


*tinea pedis, tinea cruris, tinea 
corporis due to Trichophyton 
mentagrophytes, Trichophyton 
rubrum, Microsporum canis, 
Epidermophyton floccosum 
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7 days h.s. 
(14 days h.s. was 
end ot treatment) 


Penetration with minimal absorption. 


LOTRIMIN (brand of clotrimazole) penetrates to the base of 
the stratum corneum and below to inhibit fungal growth, with 
no detectable absorption into the bloodstream. Concentrations 
of LOTRIMIN in the stratum corneum have been reporied at 
50-100 mcg/cm: 


28 days 


m Clinical improvement, with relief of pruritus, 
usually within a week 

m mycological cure in most cases within 14 days 

B contains no parabens or other common 
sensitizers 

B nongreasy, odorless, nonstaining 


B by prescription only " 
D Delbay` 
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LOTRIMIN Cream 126 is supplied in 15 gm. and 30 gm. tubes. 


LOTRIMIN Solution 196 is supplied in 10 ml. and 30 ml. plastic bottles. 
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broad spectrum of activity that provides 
clinical improvement usually 
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SUPERFICIAL 
FUNGAL INFECTION CAUSATIVE AGENT* 
DERMATOPHYTOSES Trichophyton mentagrophytes 
er ar Trichophyton 
tinea corporis ruorum 
Epidermophyton No single-step or 


floccosum 


+ 





multiple-step 
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a Candida albicans 


CANDIDIASIS 


TINEA VERSICOLOR 


LOTRIMIN'" brand of clotrimazole 
CREAM 1% SOLUTION 1% 
FOR DERMATOLOGIC USE 


BRIEF SUMMARY 
CONTRAINDICATIONS 

LOTRIMIN Cream and Solution are 
contraindicated in individuals who have shown 
hypersensitivity to any of their components 
WARNINGS 

Usage in Pregnancy: Safety for use of this 
product during pregnancy has not been 
established. However, only very small quantities 
of LOTRIMIN appear to be absorbed following 
topical application. Application of 14C-labeled 
clotrimazole to intact or diseased skin under 
occlusive dressing for six hours did not yield 
measurable quantities (lower detection limit 
0.001 mcg/ml) of radioactive material in the 
sera of human subjects 

LOTRIMIN Cream and Solution are not for 
ophthalmic use 

PRECAUTIONS 

If irritation or sensitivity develops with the use of 
LOTRIMIN, treatment should be discontinued 
and appropriate therapy instituted 

ADVERSE REACTIONS 

The following adverse reactions have been 
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LOTRIMIN (brand 


4 Microsporum Of clotrimazole) 
canis ` has developed. 





*microscopic view 
from a culture 
(artist's 
representation) 
: Tmicroscopic view 
Malassezia from a scraping, since 
+ alassezia furfur 
furfur can be cultured only 
with difficulty (artist's 
representation) 


reported in connection with the use of this 
product: erythema, stinging, blistering, peeling, 
edema, pruritus, urticaria, and general irritation 
of the skin 

MARCH 1975 

For more complete details, consult package 
insert or Delbay literature available from your 
Schering Representative or Professional 
Services Department, Delbay Pharmaceuticals, 
Inc., Kenilworth, N.J. 07033. 


Distriouted by 
Delboy" Pharmaceuticals Inc 
Kenilworth, New Jersey C/O33 
Manuactued by Schering Corporation 


‘he relative stability ot Nutraplus* cream and two other commercial 
available#0% urea cream products was compared by storing the products at 
55° C. fo- three weeks. The products were poured into petri dishes 

and photographed to show the following results: * 


Product B — gross separation— —  Nutraplus* — no change— 
emulsion break-down indicates a stable, uniform and odorless 
SEU UE ME st data on file Owen Laboratories 





O excellent patient acceptance | 
O won't irritate xerotic skin 
L] assu-es full urea potency 
O no unpleasant odor 
[] no product discoloration 


Nutraplus*.. 
an improved urea formulation 


Available: Cream- 3 oz. tube, 1 pound jar, Lotion; 8 oz., 16 oz. bottle 


Owen 


Owen Laboratories, Dallas, Texas 75234 
Division of Alcon .aboratories, Inc. 





(©)1975 Alcon Laborateries, inc. 

















Acne 
doesnt 


have to 
get worse 


before it 
gets better 


To encourage greater patient cooperation, consider effactive 
Pernox® Scrub. 


e Dries and desquamates skin with a high degree of safety 
and flexibility. 


e Predictable and controllable therapy for efficacy...without 
undue irritation to the skin. 
Noticeably rapid improvement. 


e Outstanding patient acceptance and cooperation...skin 
feels smooth after each washing. 


e Indicated in grades I, II, and selected cases of grade III acne. 


Contains: 

Microfine granules of polyethylene in sEBULYTIC* brand of 
soapless cleansers and wetting agents. Also 296 sulfur, 
1.596 salicylic acid. 




















the therapeutic scrub 4€ 
cleanser of choice 2 


Supplied 
2 and 4 oz. plastic 
tubes, regular or 
lemon-scented 
Pernox® 
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Lathering Scrub Cleanser 
Regular/Lemon 
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Fostex? the flexible therapeutic acne wash that degreases, 
dries, and peels. Easily integrated with all topical or systemic 
therapy for acne Grades l, II, and III. Convenient and 
economical Fostex Liquid and Cream are also effective anti- 
seborrheic shampoos for oily scalps associated with acne. 
Available as Fostex Cream in 4% oz. jars, Fostex Cake in 
3% oz. bars, and Fostex Liquid in 5 oz. plastic bottles. 


Fostril? the flesh-tinted drying and peeling lotion that 
conceals as it heals. Adaptable to Grades |, II, or III acne, 
Fostril is available in 1 oz. plastic tubes. 


Transact? the transparent medicated acne gel. A thin film 
of Transact will dry the oiliest of skin and is ideal for acne 
on chest, shoulders, and back. Greaseless, nonstaining, with 
a fresh clean fragrance. In 1 oz. plastic tubes. 
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VALISONE provides prompt, 
anti-inflammatory relief of mild-to-severe 
corticosteroid-responsive dermatoses 


= [mpressive results in published studies* 
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92% good to excellent results in: 
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85% good to excellent results in: 
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(150 of 177 patients) 
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For low-cost 
maintenance therapy 

of corticosteroid- 
responsive dermatoses— 
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Reduced Strength 
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prohibits dispensing 
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Valisone 


betamethasone valerate, NF 


Cream 0.1%/Ointment 0.1%/Lotion 0.1%/Aerosol 0.15%/Reduced Strength Cream 0.01% 


Clinical Considerations: Indications: VALISONE Cream and Ointment 
are indicated for relief of the inflammatory manifestations of corti- 
costeroid-responsive dermatoses. VALISONE Reduced Strength 
Cream is indicated for the relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. VALISONE Lotion is indicated 
only inthe topical management of seborrheic dermatitis of the scalp. 
VALISONE Aerosol is indicated, solely, for adjunctive topical man- 
agement to relieve the inflammatory manifestations of acute contact 
dermatitis. Contraindications: Topical steroids are contraindicated in 
tuberculosis of the skin and some viral diseases of the skin (varicella 
and vaccinia). Topical steroids are also contraindicated in those 
patients with a history of hypersensitivity to any ofthe components of 
the preparations. VALISONE Aerosol is contraindicated for use under 
occlusive dressings. Warnings: Keep the spray of VALISONE Aerosol 
away from eyes and other mucous membranes; avoid inhaling. Avoid 
freezing of the tissue by not spraying for more than 3 seconds, at a 
distance not less than 6 inches. Contents are under pressure. Do not 
puncture. Do not store or use near open flame or heat. Do not expose 
to temperatures above 120°F. Keep out of reach of children. Never 
throw container into fire or incinerator. Precautions: If irritation or 
sensitization develops with the use of VALISONE products, treatment 
should be discontinued and appropriate therapy instituted. In the 
presence of infection, the use of an appropriate antifungal or anti- 
bacterial should be instituted. If favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infec- 
tion has been adequately controlled. If extensive areas are treated, 
or if the occlusive technique is used, the possibility exists of suffi- 
cient systemic absorption to produce adrenal suppression and sys- 
temic corticosteroid effects may occur; suitable precautions should 
be taken. In afew cases, ulceration has been reported with the use of 
topical steroids for skin conditions involved with impaired circulation 
(i.e., stasis dermatitis). Usage in Women of Childbearing Age: The use 
of any drug during pregnancy andthe lactation period or in women of 
childbearing age requires that the potential benefits of the drug be 


weighed against the possible hazards to the fetus or infant. Topicél 
corticosteroids have not been reported to have an adverse effect on 
the fetus, but the safety of their use in pregnant patients has not been 
definitely established. They should not be used extensively or fcr 
prolonged periods of time in pregnant patients, unless the condition 
requiring treatment warrants the risk. VALISONE products are not fcr 
ophthalmic use. Adverse Reactions: The following adverse reactions 
have been reported with topical corticosteroids: burning itching, 
irritation, dryness, folliculitis, hypertrichosis, acneform eruptions, 
and hypopigmentation. The following may occur more frequently 
with occlusive dressings than without such therapy: maceration of 
the skin, secondary infection, atrophy of the skin or subcutaneous 
tissues,striae, miliaria. Dosage and Administration: VALISONE Cream, 
Ointment, and Reduced Strength Cream are applied as a thin film 
over the affected skin areas one to three times a day. Clinical studies 
of VALISONE have indicated that dosage once or twice a day is often 
feasible and effective. VALISONE Reduced Strength Cream has an 
aqueous, hydrophilic base that softens and moisturizes the skin. 
Although occlusive dressings are required infrequently, they may 
enhance therapeutic efficacy in certain refractory lesions of psoria- 
sis and other dermatoses that are difficult to treat. Apply a few drops 
of VALISONE Lotion to the affected area of the scalp and massage 
lightly until it disappears. Apply twice daily, in the morning and at 
night. Dosage may be increased in stubborn cases; following im- 
provement, apply once daily. Apply VALISONE Aerosol three to four 
times a day. The container may be held upright or inverted during 
use. The spray should be directed onto the affected area from a 
distance of approximately 6 inches and applied for only 3 seconds. 
Aerosol packaged by Aerosol Techniques, Inc., Armstrong Labora- 
tories Division, West Roxbury, MA. 02132. For more complete details, 
consult package insert or Schering literature available from your 
Schering Representative or Professional Services Department, 
Schering Corporation, Kenilworth, New Jersey 07033. MARCH 1974 
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Superior penetrability into pilosebaceous structures 
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(1) Patient may t= transferted to V*noxide Lotion after initial two week period 





Remzrkable patient acceptance — Outstanding flexibility 


From the Originators of 
Benzoyl Peroxide Acne Therapy. 


= 
Dee wommn BB | WHERE RESEARCH AND ECONOMY COME FIRST! Fort Washington, Pa. 19034 


"»ecifically directed by physician toedo so. Patients should be observed carefully for possible local irritation itizati 
application which invariably disappears on continued use. Ultraviolet 
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Vectrin 


minocycline HC! 


Brief summary of prescribing information 


Indications: Vectrin (minocycline HCl) is indicated in infections 
caused by the following microorganisms. 

Rickettsiae. (Rocky Mountain spotted fever, typhus fever and 
the typhus group, Q fever, rickettsialpox, tick fevers) 

Mycoplasma pneumoniae (PPLO, Eaton agent) 

Agents of psittacosis and ornithosis 

Agents of ner a venereum and granuloma inguinale 

The spirochetal agent of relapsing fever (Borrelia recurrentis) 

The following gram-negative microorganisms: 

Hemophilus ducreyi (chancroid) 

Pasteurella pestis and P tularensis 

Bartonella bacilliformis 

Bacteroides species 

Vibrio comma and V fetus 

Brucella species (in conjunction with streptomycin) 

Because many strains of the following groups of microorganisms 
have been shown to be resistant to tetracyclines, culture and 
susceptibility testing are recommended. 

Vectrin is indicated for treatment of infections caused by the fol- 
lowing gram-negative microorganisms when bacteriologic testing 
indicates appropriate susceptibility to the drug. 

Escherichia coli 

Enterobacter aerogenes (formerly Aerobacter aerogenes) 

Shigella species 

Mima species and Herellea species 

H influenzae (respiratory infections) 

Klebsiella species (respiratory and urinary infections) 

Vectrin is indicated for treatment of infections caused by the 
following gram-positive microorganisms when bacteriologic test- 
ing indicates appropriate susceptibility to the drug. 

Streptococcus species: 

Up to 44% of strains of Str pyogenes and 74% of Str faecalis 
have been found to be resistant to tetracycline drugs. There- 
fore, tetracyclines should not be used for streptococcal dis- 
ease unless the organism has been demonstrated to be sensi- 
tive. 

For upper respiratory infections due to group A beta-hemolytic 
streptococci, penicillin is the usual drug of choice, including 
prophylaxis of rheumatic fever. 

Diplococcus pneumoniae 

Staphylococcus aureus, skin and soft-tissue infections. 

Tetracyclines are not the drugs of choice in the treatment of 

any type of staphylococcal infection. 

When penicillin is contraindicated, tetracyclines are alternative 
drugs in the treatment of infections due to: 

Neisseria gonorrhoeae 

Treponema pallidum and T pertenue (syphilis and yaws) 

Listeria monocytogenes 

Clostridium species 

Bacillus anthracis 

Fusobacterium fusiforme (Vincent's infection) 

Actinomyces species 

In acute intestinal amebiasis, the tetracyclines may be a useful 
adjunct to amebicides. 
In severe acne, oral tetracyclines may be useful adjunctive ther- 


apy. ; 
Vectrin is indicated in the treatment of trachoma, although the 
infectious agent is not always eliminated, as judged by immuno- 
fluorescence. 

Inclusion conjunctivitis may be treated with oral tetracyclines or 
with a combination of oral and topical agents. 

Oral preparations of minocycline are indicated in the treatment of 
asymptomatic carriers of N meningitidis to eliminate meningo- 
cocci from the nasopharynx. 

In order to preserve the usefulness of minocycline in the treat- 
ment of asymptomatic meningococcal carriers, diagnostic labora- 
tory procedures, including serotyping and susceptibility testing, 
should be performed to establish the carrier state and the correct 
treatment. It is recommended that the drug be reserved for situa- 
tions in which the risk of meningococcal meningitis is high. 
Minocycline by oral administration is not indicated for the treat- 
ment of meningococcal infection. 

Contraindications: This drug is contraindicated in persons who 
have shown hypersensitivity to any of the tetracyclines. 
Warnings: The use of drugs of the tetracycline class during tooth 
development (last half of pregnancy, infancy, and childhood to 
the age of 8 years) may cause permanent discoloration of the 
teeth (yellow-gray-brown). This adverse reaction is more com- 
mon during long-term use of the drugs but has been observed 
following repeated short-term courses. Enamel hypoplasia has 
also been reported. Tetracycline drugs, therefore, should not be 
used in this age group unless other drugs are not likely to be 
effective or are contraindicated. 

If renal impairment exists, even usual oral or parenteral doses 
may lead to excessive systemic accumulations of the drug and 
possible liver toxicity. Under such conditions, lower than usual 
total doses are indicated and, if therapy is prolonged, serum 
level determinations of the drug may be advisable. 
Photosensitivity manifested by an exaggerated sunburn reaction 
has been observed in some individuals taking tetracyclines. Pa- 
tients apt to be exposed to direct sunlight or ultraviolet light 
should be advised that this reaction can occur with tetracycline 
drugs, and treatment should be discontinued at the first evidence 
of skin erythema. Studies to date indicate that photosensitivity 
does not occur with Vectrin (minocycline HCl). The antianabolic 
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action of the tetracyclines may cause an increase in BUN. While 
this is not a problem in those with normal renal function, in pa- 
tients with significantly impaired function, higher serum levels 
of tetracycline may lead to azotemia, hyperphosphatemia, and 
acidosis. CNS side effects including light-headedness, dizziness, 
or vertigo have been reported. Patients who experience these 
symptoms should be cautioned about driving vehicles or using 
hazardous machinery while on minocycline therapy. These symp- 
toms may disappear during therapy and always disappear rapidly 
when the drug is discontinued. 
Usage in pregnancy (See above Warnings about use during tooth 
development.) Results of animal studies indicate that tetra- 
cyclines cross the placenta, are found in fetal tissues, and can 
have toxic effects on the developing fetus (often related tc re- 
tardation of skeletal development). Evidence of embryotoxicity 
has also been noted in animals treated early in pregnancy. 
The safety of minocycline HCI for use during pregnancy has not 
been established. 
Usage in newborns, infants, and children (See above Warnings 
about use during tooth development.) 
All tetracyclines form a stable calcium complex in any bone- 
forming tissue. A decrease in the fibula growth rate has been 
observed in prematures given oral tetracycline in doses of 25 
mg/kg every six hours. This reaction was shown to be reversibie 
when the drug was discontinued. Tetracyclines are present in 
the milk of lactating women who are taking a drug in this class. 
Precautions: As with other antibiotic preparations, use of this 
drug may result in overgrowth of nonsusceptible organisms, in- 
cluding fungi. If superinfection occurs, the antibiotic should be 
discontinued and appropriate therapy should be instituted. 
In venereal diseases when coexistent syphilis is suspected, dark- 
field examination should be done before treatment is started and 
the blood serology repeated monthly for at least four months. 
Because tetracyclines have been shown to depress plasma pro- 
thrombin activity, patients who are on anticoagulant therapy may 
require downward adjustment of their anticoagulant dosage. 
In long-term MeRy, periodic laboratory evaluation of organ 
systems, including hematopoietic, renal, and hepatic studies, 
should be performed. 
All infections due to group A beta-hemolytic streptococci should 
be treated for at least 10 days. 
Since bacteriostatic drugs may interfere with the bactericidal 
action of penicillin, it is advisable to avoid giving tetracycline in 
conjunction with penicillin. 
Adverse Reactions: Gastrointestinal: Anorexia, nausea, vomiting, 
diarrhea, glossitis, dysphagia, enterocolitis, and inflammatory 
lesions (with monilial overgrowth) in the anogenital region 
These reactions have been caused by both the oral and paren- 
teral administration of tetracyclines. 
Skin: Maculopapular and erythematous rashes. Exfoliative der- 
matitis has been reported but is uncommon. Photosensitivity is 
discussed above. 
See Warnings.) 
enal toxicity: Rise in BUN has been reported and is apparently 
dose-related. 
(See Warnings.) 
Hypersensitivity reactions: Urticaria, angioneurotic edema, ana- 
phylaxis, anaphylactoid purpura, pericarditis, and exacerbation 
of systemic lupus erythematosus 
Bulging fontanels have been reported in young infants following 
full therapeutic dosage. This sign disappeared rapidly when the 
drug was discontinued. 
Blood: Hemolytic anemia, thrombocytopenia, neutropenia, and 
eosinophilia have been reported. 
CNS: (See Warnings.) 
When given over prolonged periods, tetracyclines have been re- 
ported to produce brown-black microscopic discoloration of 
thyroid glands. No abnormalities of thyroid function studies 
are known to occur. 
Dosage and Administration: Therapy should be continued for at 
least 24 to 48 hours after symptoms and fever have subsided. 
Concomitant therapy: Antacids containing aluminum, calcium, 
or magnesium impair absorption and should not be given to pa- 
tients taking oral tetracycline. 
Studies to date have indicated that the absorption of minocycline 
HCI is not notably influenced by foods and dairy products. 
In patients with renal impairment: (See Warnings.) 
Total dosage should be decreased by reduction of recommended 
on doses and/or by extending time intervals between 
oses. 
In the treatment of streptococcal infections, a therapeutic dose 
of tetracycline should be administered for at least 10 days. 
ADULTS: The usual dosage of Vectrin (minocycline HCI) is 200 
mg initially, followed by 100 mg every 12 hours. Alternatively, if 
more frequent doses are preferred, two or four 50-mg capsules 
m be given initially, followed by one 50-mg capsule four times 
aily. 
CHILDREN: The usual dosage of Vectrin (minocycline HCI) is 4 
mg/kg initially, followed by 2 mg/kg every 12 hours. 
For treatment of syphilis, the usual dosage of Vectrin shouid be 
administered over a period of 10 to 15 days. Close follow-up, in- 
cluding laboratory tests, is recommended. Gonorrhea patients 
sensitive to penicillin may be treated with Vectrin, administered 
as 200 mg initially, followed by 100 mg every 12 hours for a mini- 
— of four days, with posttherapy cultures within two to three 
ays. 
In the treatment of meningococcal carrier state, the recom- 
mended dose is 100 mg every 12 hours for five days. 
How Supplied: 100-mg Capsules—Each capsule contains mino- 
cycline HCI equivalent to 100 mg minocycline. 
50-mg Capsules—Each capsule contains minocycline HCI equiva- 
lent to 50 mg minocycline. 
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Editorial 





Antibiotic Therapy for Acne Vulgaris 


he report on tne efficacy and 
safety of antibietics in the treat- 
ment of acne vulgaris, which appears 
in this issue, should be read by all 
those interested in the therapy for 
acne as well as those eoncerned about 
the possible side-effects of chronie 
antibiotic usage. This article, which 
has been written by the Ad Hoc Com- 
mittee om the Use of Antibiotics in 
Dermatology, Division of Research, 
National Program for Dermatology 
(of the American Academy of Derma- 
tology), represents an analysis of ma- 
terial that has already been published 
by many different authors. The com- 
mittee has been able to reach conclu- 
sions that probably coud not be val- 
idly deduced from the individual 
reports. 

As stated in the report, 10% of all 
tetracycline produced for human use 
is consumed by those undergoing 
treatment of acne, and only pediatri- 
cians prescribe more cral anti-in- 
fective agents than dermatologists. 
Moreover, in contrast to the patient 
being treated by the pedwtrician for 
an acute infectious disease, the pa- 
tient with aene may receive an anti- 
biotic for periods of time im excess of 
a year. Therefore, it is extremely im- 
portant to determine whether or not 
these drugs are efficacious and safe 
as they are used in the therapy of 
acne. 

The committee has analyzed data 
obtained from controlled clinical tri- 
als. Considering the obvious diffi- 
culties in comparing studies involving 
different protocols, differen: observ- 
ers, and different antibiotics and the 
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inherent difficulty in evaluating a dis- 
ease with such a variable course, the 
authors of the report have done a 
ereditable job in comparing the data 
from 12 studies involving 555 patients 
treated with tetracyclines and nine 
studies involving 328 patients treated 
with other oral anti-infective agents. 
Since a roughly comparable sized 
group of placebo-tested individuals 
were included in the studies, the data 
are based on close to 1,800 indivicual 
treatment or placebo trials. 

The report concludes that tetracy- 
cline hydrochloride is a rational and 
effective drug for long-term therapy 
in aene. The other tetracyclines zp- 
pear to be effective, but the data on 
them are not as complete. Erythro- 
mycin also appears to be an effective 
drug for alternative therapy. 

Data on the safety of antibioties in 
general is not directly transferable to 
the patient with acne for two major 
reasons: (1) Most of the patients 
being treated by the dermatologist 
are healthy young individuals. (2) 
While the drugs are often given for 
extended periods of time, the daily 
dosage is often as low as 250 to 500 
mg/day. The safety data presented in 
the report are best in regard to tet- 
racyclines. No serious side-effects 
were noted in 13 controlled clinical 
trials involving 568 tetracycline- 
treated patients, although 7.9% of the 
patients had minor side-effects. Over 
40% of these side-effects were re- 
ported in two studies and consisted of 
phototoxicity associated with deme- 
clocycline. This drug should certainly 
be used with caution in patients who 


are exposed to the sun. Superinfec- 
tion with resistant organisms was not 
noted as a problem, but there is no 
mention of vaginal moniliasis, which 
is a more than casual side-effect of 
tetracycline therapy. 

The report eoncludes that the tet- 
racyclines and erythromycin are rela- 
tively safe drugs for the treatment of 
acne. The report also concludes that 
lincomycin and clindamycin are "rela- 
tively safe" in the treatment of acne, 
but extreme caution should be used in 
the use of these agents. In view of the 
seriousness of the reported gastroin- 
testinal side-effects, the use of the 
term "relatively safe" certainly needs 
further definition. 

This paper goes a long way toward 
supporting the use of orally adminis- 
tered antibioties, and in partieular 
tetracycline, for the treatment of 
acne. However, there still are prob- 
lems that need to be answered. For 
instance, it would be desirable to have 
appropriate guidelines for the labora- 
tory evaluations that should be done 
in antibiotic-treated patients, par- 
ticularly since long-term therapy is so 
prevalent. Also, guidelines for dosage 
schedules of the various antibiotics 
should be developed, if possible. An- 
other problem is the question about 
the appropriateness of the use of 
newer tetracyclines when tetracy- 
cline per se is ineffective. The com- 
mittee has started to look at a com- 
plex problem, but more work is 
necessary. 

JOHN S. STRAUSS, MD 
Boston 
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Treatment of Mycosis Fungoides 


With Topical Nitrosourea Compounds 


Further Studies 


Herschel S. Zackheim, MD, Ervin H. Epstein, Jr, MD 


€ Twenty-six patients with mycosis 
fungoides were treated topically with 
three nitrosourea compounds: carmustine 
(BCNU), lomustine (CCNU), and 1- 
methyl-1-nitrosourea. A high percentage 
experienced good to excellent results. 
Remissions following treatment of individ- 
ual lesions varied from one month to at 
least three years. Remissions following 
total body surface treatment varied from 
two weeks to at least four months. Two of 
13 patients treated over the entire body 
suffered temporary bone marrow depres- 
sion, including one with severe pan- 
cytopenia. This toxic effect was attributed 
to lomustine and was not seen in patients 
treated with carmustine alone. Thirteen 
patients highly allergic to mechloretha- 
mine hydrochloride showed no cross- 
sensitivity to nitrosourea compounds. A 
primary irritant dermatitis occurred in 
about one half of the patients and 
telangiectasia in two. Two patients devel- 
oped hypersensitivity to nitrosourea com- 
pounds. Carmustine is the preferred nitro- 
sourea compound for topical therapy of 
mycosis fungoides. 

(Arch Dermatol 111:1564-1570, 1975) 
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D a previous report,’ 
nitrosourea treatment of five pa- 
tients with mycosis fungoides was 
described. We report here our experi- 
ence in treating 26 patients with my- 
cosis fungoides, including two who 
were also in the first series, with 
three nitrosourea compounds: 1- 
methyl-1-nitrosourea, carmustine (1, 
3-bis-[2-chloroethyl]-1-nitrosourea), 
and lomustine (1-[2-chloroethyl]-3- 
cyclohexyl-l-nitrosourea). Although 
good results were reported with 
NSC 47547 (1-[2-chloroethyl]-1-nitro- 
sourea),' that compound was not used 
in this series because of limited avail- 
ability. 

This study includes 18 men and 
eight women, ages 38 to 85 years. 
Thirteen were highly allergic to topi- 
cal mechlorethamine hydrochloride 
(nitrogen mustard). Six had received 
total body electron beam therapy. 


MATERIALS AND METHODS 


The nitrosourea compounds in powder 
form are stable at —20 C and were stored 
at that temperature in tightly closed con- 
tainers with a desiccant to avoid contami- 
nation with water. All three compounds 
are stable in 95% or absolute alcohol at 0 to 
5 C for at least three months, but will 
slowly decompose in aqueous solution. A 
0.33% (3.3 mg/ml) solution of carmustine in 
10% alcohol in water at 20 C in light shows 
the following rates of decomposition: one 
hour, 0.9%; two hours, 2.7%; 21 hours, 19.2%. 
At 4 C in the dark, the rates of decomposi- 


topical 


tion are two hours, none; 24 hours, 4.19 
(Dr J. P. Davignon, National Cancer Insti- 
tute, written communication, Feb 8, 1973). 

For the treatment of a few plaques, the 
patient is given 20 ml capacity plastic 
or glass vials, each containing a careful- 
ly weighed amount of nitrosourea powder, 
most often 40 mg. He is also given an ade- 
quate amount of 95% alcohol and told to fill 
one vial containing the powder with the al- 
cohol, thus yielding, for example, a concen- 
tration of 2 mg/ml (0.2%). For variations 
in treatment schedules and concentrations 
of the several nitrosourea compounds used, 
see "Results" section. After a shower, the 
patient dons plastic or rubber gloves and 
applies the solution with cotton-tipped ap- 
plieators or 2x2 inch gauze sponges to the 
individual lesions. The unused solution and 
vials containing undissolved powder are 
kept in the refrigerator (4 to 5 C) in tightly 
closed containers. New solutions are made 
as necessary. 

For total body surface treatment, the 
patient is usually given 14 vials (20 ml ca- 
pacity), each usually containing 60 mg of 
the nitrosourea compound. For each daily 
application, one vial is filled with 95% alco- 
hol to bring the powder quickly into solu- 
tion. This 20 ml is put into a small drinking 
glass. The empty vial is then filled with 
cool tap water that is then added to the 
drinking glass. This is repeated once more 
bringing the total volume to 60 ml, which is 
usually adequate to cover the entire body 
surface. Thus, for example, there is 60 mg 
nitrosourea compound in 60 ml (0.1%) of an 
approximately 32% alcoholic solution. The 
minimum alcohol content of 0.1% lomustine 
solutions must not be below 55%, otherwise 
the lomustine will precipitate. 
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After a shower, asplications are made 
once daily using preferably a new one- 
inch nylon paint brush or 4x4 inch gauze 
sponges. The brush isdess wasteful of solu- 
tion and the treatmert goes faster. Plastic 
or rubber gloves should be worn and thor- 
oughly washed after 1se. The entire 60 ml 
must be used fcr eacF daily treatment. Be- 
cause o* the instabilit- of nitrosourea solu- 
tions in water, the sc'ution must be made 
fresh daily. For smaler patients, 40 ml of 
solution may be adequate. Total body ap- 
plications were most cften made in courses 
of 14 consecutive dary treatments. How- 
ever, there was consederable variation in 
treatment schedules. 

Complete bloed cell counts and quantita- 
tive platelet counts were obtained weekly 
and bloed chemistry s-udies and urinalyses 
every two weeks duriag the treatment pe- 
riod and for eight weeks thereafter. Blood 
chemistry studies included determinations 
for blood urea nitrogen, glutamic oxaloace- 
tic trarsaminase, seram creatinine, total 
serum protein, serum albumin, serum alka- 
line phosphatase, serum glucose, total 
serum bilirubin, lactate dehydrogenase, se- 
rum sodium, serum pctassium, serum chlo- 
rides, serum bicarborate, and serum cal- 
cium. 


RESULTS 


Results of this study are grouped 
roughly into (1) treatment of limited 
plaque disease (less than 10% of total 
body surface involv2d) in which appli- 
cations are confined to the lesions, 
and (2) treatment »f extensive cuta- 
neous involvement in which applica- 
tions are made t» the total body 
surface, including aormal appearing 
skin. In limited trizls, applications of 
nitrosourea solutiors to tumors of in- 
filtrated, ulcerative esions were with- 
out benefit. Intrabsional injections 
were not tried. 


Treatment of Limited Plaques 
With Carmustine 


Eleven patients applied 0.05% to 
0.3% (05 to 3.0 mg/ml) carmustine in 
95% alcohol once er twice daily to 
a limited number of plaques. The us- 
ual treatment period was four to 
eight weeks, CompEte clearing of all 
treated lesions occurred in nine of 11 
patients, but only bartial involution 
of treated lesions oecurred in two pa- 
tients. Treatment vas stopped at the 
time of clearing (Pig 1 through 4). 
There has been considerable variation 
in the periods of remission, reflecting 
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Fig 1.—Posterior part of leg before treat- 
ment. 





Fig 3.—Face prior to treatment. 


the general state of activity of the 
disease. Visible disease recurred at 
the same sites after one month in 
some patients, but in other patients 
some treated sites are still clear 36 
months after initial clearing. Recur- 
rent lesions usually responded to re- 
newed treatment with the same or 
higher concentrations of carmustine. 
We have not seen evidence of drug 
resistance in patients who initially 
responded to carmustine. 

Concentrations of 0.1% to 0.2% car- 
mustine applied once or twice daily 
were used by nine of the 11 patients. 
Two patients developed a severe der- 
matitis, four a moderate dermatitis, 
and three had no irritation. Three pa- 
tients who had a moderate dermatitis 
from 0.2% carmustine were able to 
use 0.1% concentrations without diffi- 
culty, and one used 0.05% carmustine 
with good results. 

The two patients who experienced 
a severe dermatitis after several ap- 
plications were found to have become 
sensitized to carmustine, as deter- 
mined by open patch tests to weaker 
concentrations. Both patients had a 
severe vesicular dermatitis from 
0.01% carmustine. One developed lo- 
calized swelling and erythema from a 
0.001% concentration while the second 
did not react to 0.001%. In retrospect, 
both of the patients who were allergic 
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Fig 2.—Same leg after treatment with 0.2% 
carmustine in 9596 alcohol once daily for 
three weeks. 





Fig 4.—Face four weeks after treatment 
with 0.396 carmustine in 9596 alcohol once 
daily for two weeks. 


to carmustine had become sensitized 
to NSC 47547 one and two years pre- 
viously. One also became allergic to 1- 
methyl-1-nitrosourea and the other to 
both 1-methyl-1-nitrosourea and lo- 
mustine prior to using carmustine. 
Both of these patients were also al- 
lergic to mechlorethamine hydrochlo- 
ride. They each had only a few 
plaques that cleared following the lo- 
cal violent reactions. They are free of 
active disease at the time of writing 
(four and seven months later). 

Tiny peteehiae simulating hemosid- 
erosis occurred in one patient on the 
leg adjacent to several plaques that 
had been treated with repeated appli- 
cations of carmustine and lomustine. 


Treatment of Limited Plaques 
With Lomustine 


Five patients applied 0.1% to 0.4% 
solutions of lomustine in 95% alcohol 
once or twice daily for two to six 
weeks to individual plaques. Com- 
plete clearing of treated lesions oc- 
curred in three patients and partial 
involution in two. One patient devel- 
oped a severe dermatitis from 0.1% 
lomustine as he also did from 0.1% 
carmustine. None of the other four 
developed a dermatitis, including 
three who used a 0.4% solution. For 
the most part, 0.2% to 0.4% concentra- 
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Fig 5.—Case 8, Chest ten weeks after 60 mg carmustine/60 ml alcohol-water solution 


applied to entire body daily for 14 days and 40 mg/60 ml daily for 2 days for total of 920 
mg. There is severe telangiectasia primarily at site of pre-existing plaque. 


tions of lomustine applied twice daily 
for at least one month were required 
to produce involution. Thus, although 
.lomustine was less irritating than 
carmustine, higher concentrations of 
lomustine were required to obtain 
clearing. 


Treatment of Limited Plaques 
With 1-Methyl-1-nitrosourea 


1-Methyl-1-nitrosourea in concen- 
trations of 0.1% to 0.4% in 95% alcohol 
was used to treat individual plaques 
in nine patients. Applications once or 
twice daily for two to six weeks 
resulted in clearing in six of the 
nine. Only partial improvement oc- 
curred in one patient with poikiloder- 
matous mycosis fungoides and in two 
with a very deep infiltrate. Strengths 
of 0.1% to 0.2% 1-methyl-1-nitro- 
sourea applied once daily were toler- 
ated by most patients, whereas twice 
daily applications or the use of 0.3% to 
0.4% solutions caused irritation in 
about half the patients. Duration of 
involution was about the same as 
with carmustine. 

The total weekly dose of the several 
nitrosourea compounds applied to in- 
dividual plaques was on the order of 
20 to 80 mg. There was no evidence 
of bone marrow depression or other 
toxic effects from such treatment. 


Total Body Surface Treatment 
With Nitrosourea Compounds 


Thirteen patients applied alcohol- 
water solutions of nitrosourea com- 
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pounds to the total body surface, 
uninvolved as well as involved skin 
(Table). Applications were usually 
made daily for two weeks, although 
they were sometimes interrupted or 
stopped because of a dermatitis. Com- 
plete or almost complete clearing oc- 
curred in ten of 13. Maximum involu- 
tion was usually noted two to four 
weeks after stopping treatment. In 
the event of incomplete clearing, per- 
sistent lesions were treated locally 
with nitrosourea solutions in 95% al- 
cohol as previously described. 

Kleven patients were treated with 
carmustine alone. The usual planned 
treatment schedules were 40 to 60 mg 
daily for 14 days (total dose, 560 to 
840 mg), but there was considerable 
variation in this regard depending on 
the degree of local reaction or sever- 
ity of the disease process. Patient 11 
received two courses of 840 mg of car- 
mustine, interrupted by a two-week 
rest period, for a total of 1,680 mg 
in 42 days. Patients 3 and 7 received 
successive courses of carmustine and 
lomustine without interruption for 
total combined nitrosourea doses of 
1,520 and 1,680 mg. Applications were 
inadvertently continued beyond the 
usual treatment period in patient 
13, who had tumor stage mycosis 
fungoides. He received carmustine, 60 
mg daily for 28 days, and then 1,470 
mg to many plaques during the next 
16 days for a total of 3,150 mg car- 
mustine in six weeks. 

Periods of remission varied from 





two weeks to at least four morths 
at the present writing. Poor results 
were noted in four patients. Patient 6 
had a rapidly progressive, general- 
ized, papular and small plaque in- 
volvement. Although his condition 
cleared completely, the remission 
lasted only two weeks following 
courses of 900 and 400 mg carmustine. 
Subsequent total body electron beam 
therapy produced a remission of only 
one month. Shortly thereafter, he 
showed evidence of systemic invo_ve- 
ment and died a few months later de- 
spite intensive internal chemother- 
apy. 

Patient 3 had widespread sealy 
erythroderma that was diagnosed his- 
tologically as mycosis fungoides. He 
had abnormal circulating mononu- 
clear cells and was classified as hav- 
ing the Sezary syndrome. Successive 
courses of 780 mg carmustine and 900 
mg lomustine produced no improve- 
ment. Subsequent electron beam 
therapy gave an excellent response. 
Patient 11 had a slowly progressive 
poikilodermatous form of mycosis 
fungoides. She failed to respond to 
topically applied mechlorethamine 
hydrochloride, and also did not im- 
prove with two courses of 840 mg of 
carmustine. 

Patient 13 had widespread plaques 
and tumors, some of which had ulcer- 
ated. An attempt to induce tolerance 
to mechlorethamine hydrochloride by 
prior administration of small intra- 
venous doses? had failed to prevent 
the development of an allergie con- 
tact dermatitis to that compound. 
Treatment with carmustine, 60 mg/ 
60 ml daily for 28 days, and then with 
0.2% carmustine daily to resistant le- 
sions resulted in clearing of many le- 
sions, but the tumors persisted and 
new lesions continued to appear. The 
patient was scheduled for electron 
beam therapy. 

Treatment was interrupted in six 
of 18 cases treated with carmustine 
because of a dermatitis of varying 
severity. Five of these were subse- 
quently controlled with weaker con- 
centrations. One is being followed up 
elsewhere. 

Telangiectasia occurred in two pa- 
tients. This was striking and exten- 
sive in patient 8, who received car- 
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Treatment of Total Body Surface With Nitrosourea Compounds 








Case No./ Daily Total Bone Marrow 

Sex/ Age Drug Dose Dose Remission Depression Dermatitis Remarks 

1/M/66 Carmustine 40 mg X 14 560mg 4mo None None Hyperpigmentation 

2/ F751 Carmustine 60 mg X 14 840mg 3mo None None Hyperpigmentation 
Carmustine 40 mg X 6 780 m 

3/M/64 Carmustine 60 mg X 9 9 None Moderate Moderate Sezary syndrome 
Lomustine 100 mg x 9 9C0 mg 

4/ F769 Carmustine 60 mg X 14 840 mg 2mo None None Resistant to topical mech- 
1-methyl-1-nitrosourea 60mg X 21 1,260 mg 3mo None None lorethamine hydrochloride 
Carmustine 80 mg X 5 400mg 2mo None Severe 

5/M/43 Lomustine 60 mg X 9 540 mg Now controlled with low dose 

9 day interval of intermittent carmustine 

Lomustine 40 mg X 17 680 mg 1mo None None 

6/M/60 pk pee | 100 mg X 9 SUU mg Moderate Recurrence 1 mo after elec- 
Carmustine 80mg X 5 400mg 2wk None Moderate tron beam treatment later 
Lomustine 80 mg X 14 1,120 mg Severe pan- Recovered from pan- 

aa Carmustine 80 mg X 4 | 320 mg mo cytopenia Severe cytopenia in 5 to 6 weeks 
Carmustine 60 mg X 14 " Extensive telangiectasia 

8/NY35 Carmustine 40 mg X 2 } 920 mg 4+mo None Severe post-treatment (Fig 5) 

9/M7 56 Carmustine 60 mg X 8 480mg 4+ mo* None Moderate 

10/F/60 Carmustine 60 mg X 12 720mg 4mo None Moderate Resistant tumors, ulcers 

needed spot x-ray treatment 

Carmustine 60 mg X 14 840mg None None None M 

11/F/63 2 wk interval b hoe ES od 
Carmustine 60 mg X 14 840 mg g 

12/M/52 Carmustine 60 mg X 14 840mg 2-4 mo* None Moderate “Burning” of skin from 

treatment 

Carmustine 60 mg X 28 Partial clearing; Resistant 

13/M/58 Pe rriaetina 90 mg X 16 3,150 mg See remarks Nome None timare dad airi 


































* + indicates patient's condition was clear last visit. Braces indicate no interval between courses of treatment. 


mustine, 60 mg/60 ml daily for 14 
days and 40 mg/60 ml daily for two 
days for a total of 920 mg. On day 
17, treatment was stopped because of 
burning and itching. There soon de- 
veloped an oozing dermatitis of the 
scrotum; erythema and swelling of 
the popliteal fossae, thighs, and na- 
vel; and ankle edema. With the aid of 
moderate doses of orally adminis- 
tered prednisone and locally applied 
0.176 triamcinolone acetonide cream, 
the dermatitis gradually subsided 
within the next few weeks but with 
the concomitant appearance of strik- 
ing telangiectasia. This was most 
severe in previous areas of mycosis 
fungoides on the chest (Fig 5), groin, 
penis, and an abdominal scar. The 
telangiectasia faded considerably in 
the next six weeks and continued to 
diminish but was still present to a 
moderste degree on the chest and 
penis six months later. 

Patient 5, who was treated with 
both earmustine and lomustine, de- 
veloped a milder degree of telangiec- 
tasia on the back in the region of an 
infiltrated plaque that had been 
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treated vigorously. 


Hemopoietic Toxicity From 
Total Body Surface Treatment 


Bone marrow depression occurred 
in two of 13 patients treated over 
the entire body surface. Both patients 
(cases 7 and 18) had received succes- 
sive courses of lomustine and carmus- 
tine. 

Patient 7 was a 49-year-old man, 
157.5 em tall (5 ft 2 in), weighing 44.5 
kg (98 lb). He had extensive, rapidly 
progressive disease and it was de- 
cided to treat him intensively. His 
pre-treatment hematocrit was 45.1%, 
white blood cell count (WBC) was 
4,600 with a normal differential cell 
count, and a platelet count was 
133,000/cu mm. He applied 80 mg lo- 
mustine/40 ml alcohol-water solution 
daily for 14 days (total, 1,120 mg). At 
the end of this period there was very 
little visible change. He was then 
changed to daily applications of 80 
mg/40 ml carmustine, but after four 
days (total dosage, 320 mg), a pruritic 
dermatitis occurred and he stopped 
the applieations. On his return visit 
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nine days later, the platelet count 
was only 16,000/cu mm, WBC, 3,700, 
and hematocrit, 41.1%. He was imme- 
diately hospitalized. A repeat platelet 
count the next day was 8,000/cu mm. 
A bone marrow examination showed 
moderate hypoplasia of all elements 
with complete absence of megakar- 
yocytes. He was given platelet trans- 
fusions that raised the platelet count 
to 74,000/cu mm. He was discharged 
after six days to the care of a hema- 
tologist in his home in Sacramento. 
At discharge his hematocrit was 
33.7%; reticulocytes, 0.3%; WBC, 2,700; 
and platelet count, 74,000/cu mm. The 
differential cell count was 74% poly- 
morphonuclear leukocytes, 18% lym- 
phocytes, 2% monocytes, and 6% eo- 
sinophils. The skin was clear of 
mycosis fungoides lesions. There was 
patchy hyperpigmentation and hypo- 
pigmentation. Nine days later he de- 
veloped fever and chills, and blood 
cultures revealed Escherichia coli. 
Gentamicin sulfate and cephalothin 
sodium induced prompt  deferves- 
cence, but his WBC fell to 1,000 and 
he was transferred to the University 
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of California Hospital. On admission, 
45 days after starting nitrosourea 
therapy, the hematocrit was 22.9%, 
reticulocytes below 0.1%, platelet 
count, 22,000/cu mm, and WBC, 600, 
with a few monocytes and a rare neu- 
trophil in the smear. Gentamicin sul- 
fate was continued for one week, and 
the patient remained afebrile. He re- 
ceived transfusions with red blood 
cells and platelets. The WBC count 
began to rise three days after admis- 
sion and was up to 3,700 with normal 
granulocytes five days later. The 
platelet count had recovered to 
120,000/cu mm one week after admis- 
sion. The patient was discharged with 
blood counts rapidly returning to pre- 
treatment levels. 

Patient 3 (Sezary syndrome) had a 
pre-treatment WBC of 5,400, hemato- 
crit of 38.4%, and platelet count of 
385,000/cu mm. He received succes- 
sive courses of 780 mg carmustine 
and 900 mg lomustine without notice- 
able improvement. Seven and one- 
half weeks after the first application, 
the platelet count had dropped to 
156,000/cu mm and the WBC to 3,800. 
Nine days later the WBC reached its 
nadir of 3,200, but the platelets had 
rebounded to 510,000/cu mm. One 
week later the WBC had recovered to 
6,000. There was no evidence of eryth- 
rocyte depression during this period. 


Absence of Cross-Sensitization 
to Mechlorethamine Hydrochloride 


None of the 13 patients in this 
series who were highly allergic to 
topical mechlorethamine hydrochlo- 
ride showed evidence of cross-sensi- 
tization to nitrosourea compounds. 
This is evidenced by the absence of 
dermatitis after several applications 
of nitrosourea solutions (0.1% to 0.2%) 
that had a concentration four to eight 
times that of a commonly used con- 
centratien of mechlorethamine hydro- 
chloride (0.025%). Eleven of the 13 pa- 
tients were treated with carmustine. 


Pathologic Findings 


Examples of essentially complete 
histologic involution of lesions follow- 
ing treatment were presented previ- 
ously.' We have found no differences 
in the involutionary changes pro- 
duced by the various nitrosourea com- 
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pounds used in the earlier and pres- 
ent report. 

The most striking initial changes 
are a return of the epidermis to nor- 
mal character and thickness, elimina- 
tion or sharp depletion of extraneous 
mononuclear cells in the epidermis, 
and replacement of parakeratosis by 
orthokeratosis. The dermal infiltrate 
subsides more slowly and is usually 
present to a variable degree at the 
time of initial clinical clearing. 


COMMENT 


Results of this study confirm the 
original impression’ that topically ad- 
ministered nitrosourea solutions are 
effective agents in the treatment of 
early or moderately advanced mycosis 
fungoides. Tumors or deeply infil- 
trated lesions are best treated by ra- 
diation or other modalities. Of par- 
tieular importance is the absence of 
cross-sensitivity reactions to mechlor- 
ethamine hydrochloride, so that pa- 
tients who are allergic to that drug 
can be treated with nitrosourea com- 
pounds. 

With equal concentrations, the or- 
der of effectiveness of the nitrosourea 
compounds used topically in mycosis 
fungoides is carmustine > 1-methyl- 
l-nitrosourea > lomustine. Discrete 
plaques usually clear when treated 
with solutions of 0.1% to 0.2% carmus- 
tine, 0.2% to 0.4% lomustine, or 0.2% 
to 0.8% 1-methyl-1-nitrosourea once 
or twice daily for two to six weeks. 
Our greatest experience in total body 
treatment for patients with extensive 
involvement is with carmustine. In 
most cases, daily application of 60 mg 
carmustine/60 ml of an alcohol-water 
solution for 14 days produced clearing 
or substantial improvement. Periods 
of remission of discrete plaques 
treated locally with nitrosourea solu- 
tions varied from one month to at 
least three years. Remissions follow- 
ing total body treatment varied from 
two weeks to at least four months. 
Such periods of remission are, in the 
authors' experience, of about the 
same duration as those obtained with 
two-week courses of topical mechlor- 
ethamine hydrochloride. The longer 
periods of clearing of discrete plaques 
treated individually most likely re- 
flect the more intensive treatment of 





such lesions. 


Four patients had an unsatisfac- 
tory response to total body nitroso- 
urea treatment. Patient 3 (Sezary 
syndrome) had very little improve- 
ment despite treatment with both 
carmustine and lomustine. This may 
be of interest in view of the various 
concepts as to the nature of the Se- 
zary syndrome.‘ Patient 11 with the 
poikilodermatous form of mycosis 
fungoides was resistant to both me- 
chlorethamine hydrochloride and car- 
mustine. Patient 6 had very active 
disease and experienced only a two 
week remission following carmustine 
use. He later had a relapse only one 
month after total body electron beam 
therapy. Patient 13 had advanced 
disease, including ulcerated lesions 
and tumors. Although there was some 
clearing of plaques, the overall aetiv- 
ity of his disease was not controlled 
by topical therapy. 

One patient, case 4, had become re- 
sistant to topical mechlorethamine 
hydrochloride and had experienced an 
urticarial and anaphylactoid reaction 
to it^ She also had extensive telan- 
giectasia of the trunk and extremi- 
ties that is attributed to two 
courses of electron beam therapy. Her 
condition is now under excellent con- 
trol with topically applied carmus- 
tine. There is no evidence of cross- 
resistance between mechlorethamine 
hydrochloride and carmustine.* 

Carmustine and 1-methy]-1-nitroso- 
urea have a notable potential for 
producing a primary irritant derma- 
titis, whereas lomustine is less irritat- 
ing. About one half of the patients 
treated with carmustine experienced 
some degree of dermatitis. However, 
for the most part this was manage- 
able and treatment could usually be 
resumed after a rest period with a 
lower concentration. It is possible 
that the use of weaker solutions over 
a more prolonged period will produce 
equally effective results with a lower 
incidence of dermatitis. 

On the favorable side, nitrosourea 
compounds appear to have a low sen- 
sitizing index. Only two of 26 pa- 
tients became allergic to the com- 
pounds as judged by positive open 
patch tests to a 1:10 dilution of the 
concentration used in treatment. One 
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of the two also reacted to a 1:100 dilu- 
tion. 

It is of interes. that the two pa- 
tients who became allergic to nitro- 
sourea compounds did so only after a 
few applications. This is in accord 
with previous observations concern- 
ing the early development of hyper- 
sensitivity to mechlorethamine in pa- 
tients with psoriasis.’ Twelve of 13 
patients became allergic during the 
first or second course. Only three of 26 
patients in this stady did not receive 
a second course o^ total body treat- 
ment or repeated local applications 
with nitrosourea solutions. Thus only 
two of at least 2* persons "at risk" 
developed hyperseasitivity. 

Telangiectasia eccurred to a strik- 
ing degree in ore patient treated 
with carmustine only, and to a milder 
degree in one pacient treated with 
both lomustine ani carmustine. Peck 
et al* noted telangeectasia in areas of 
contact dermatitis in seven of 12 pa- 
tients with psoriasis treated with lo- 
mustine. 

Hyperpigmentation was seen pri- 
marily in brunete or darkly pig- 
mented patients with all the nitro- 
sourea compounds. This usually faded 
in several months. It was minimal or 
not evident in fair subjects. 

Hemopoietic toxicity is the princi- 
pal hazard attendizg the use of nitro- 
sourea compounds Such toxicity is 
well verified following the systemic 
administration of earmustine* and lo- 
mustine,^ and was discussed in the 
earlier report. Bose marrow depres- 
sion oecurred in two of 12 patients 
with psoriasis trea-ed with lomustine 
by Peck et al.‘ 

Temporary bone marrow depres- 
sion oecurred in two of our patients 
treated with consecutive courses of 
lomustine and carmustine. Patient 7 
received 1,120 mg omustine and 320 
mg carmustine ard experienced se- 
vere pancytopenia. Patient 3 had 
moderate bone marrow depression 
following 780 mg carmustine and 900 
mg lomustine. Noze of the patients 
treated with carmustine alone, in- 
cluding patient 15 who received a 
large total dose of 3,150 mg in six 
weeks, suffered from hemopoietic tox- 
icity. Patient 4 had no toxicity from 
1,260 mg 1-methyl-1-nitrosourea. 
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Inasmuch as both patients who had 
bone marrow toxicity used lomustine, 
and none treated with carmustine 
alone had such toxicity, including one 
with a very large total dose, we be- 
lieve that lomustine was most likely 
responsible for the toxicity. The safe 
maximum tolerated single oral dose 
of lomustine is 130 mg/sq m," 
whereas that for a single intravenous 
dose of carmustine is 250 mg/sq m.* 
We have also found topically applied 
lomustine much more toxic to mice 
than carmustine (unpublishec data). 

Both patients of Peck et al^ who 
had hemopoietic toxicity were treated 
with 3,000 mg lomustine in an oint- 
ment. Toxicity did not occur in their 
patients who received less than 3,000 
mg. Inasmuch as our cases received a 
much smaller dose of lomustine (max- 
imum, 1,120 mg), it is likely that the 
toxicity we observed reflected greater 
percutaneous absorption from a so- 
lution as compared to an ointment. 
Studies are in progress to quantitate 
the percutaneous absorption of car- 
mustine in man from an alcoholic so- 
lution using the carbon 14 label. Pre- 
liminary data indicate that this is in 
the range of 20% to 28% (unpublished 
data). 

There appears to be an inverse cor- 
relation between the dermatitis-pro- 
ducing potential of a topical drug and 
its potential for hemopoietic toxicity. 
Lomustine is less irritating to the 
skin than carmustine, and lomustine 
is more toxic to the bone marrow. Lo- 
mustine is more lipid soluble than 
carmustine and may be better ab- 
sorbed. Mechlorethamine hydrochlo- 
ride is a strong cutaneous sensitizer 
and does not produce bone marrow 
depression despite continued use for 
many years in patients who can toler- 
ate it. Although we are unaware of 
any data in this regard, we hypothe- 
size that this inverse relationship re- 
flects the degree of cutaneous protein 
binding of the topical medication. 

Nitrosourea compounds have the 
unique property of producing delayed 
bone marrow toxicity. The nadir of 
the depression occurs four to six 
weeks after a single dose of either 
carmustine? or lomustine.' Platelet 
depression is first, followed by that of 
the leukocytes. Platelet recovery is 
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also the earliest. In patient 7, severe 
thrombocytopenia was noted nine 
days after completing the course of 
1,120 mg lomustine and 320 mg car- 
mustine. Severe depression of the 
white and red blood cells was noted 
one to two weeks later. It is therefore 
of utmost importance to obtain com- 
plete blood cell and platelet counts for 
at least eight weeks after treatment 
is completed. 

There was no evidence of other in- 
ternal organ toxicity in any of our pa- 
tients resulting from treatment as 
shown by blood chemistry studies, 
urinalyses, and clinical symptoms. 

Despite its effectiveness, there are 
several disadvantages to the topical 
use of 1-methyl-1-nitrosourea in my- 
cosis fungoides. Although it has been 
used in the treatment of human neo- 
plasms in the USSR,” there is little 
clinical experience with it in this 
country and it will probably not be 
available fer general use in the near 
future. 1-Methyl-l-nitrosourea is a 
strong carcinogen, both by systemic 
and topical administration.'^'* It is 
also a potent teratogen and may be 
explosive at room temperature." We 
have found 1-methyl-1-nitrosourea to 
be a strong carcinogen and carmus- 
tine and lomustine to be quite weak 
carcinogens when applied topieally to 
mice (unpublished data). 

Nitrosourea compounds suppress 
DNA synthesis.'* Although alkylation 
and carbamylation are believed to be 
involved, the exact mechanism of ac- 
tion is not known." Action other than 
simple alkylation is indicated by the 
fact that patients with Hodgkin dis- 
ease and resistant to mustard agents 
responded dramatically to carmus- 
tine. The biological half life of car- 
mustine is only about 15 minutes. The 
active form of the nitrosourea com- 
pounds is probably one or more of the 
degradation products.” After intra- 
venous administration of carmustine- 
“uC in man, the major portion of the 
isotope is excreted in the urine.” Car- 
mustine and lomustine are rapidly 
absorbed from the gastrointestinal 
tract, and peak plasma levels of deg- 
radation products appear within one 
to six hours. The plasma levels of 
these products are prolonged and the 
delayed bone marrow toxicity result- 


1569 





ing from nitrosourea compounds may 
reflect these prolonged plasma lev- 
els.: 


SPECIFIC RECOMMENDATIONS 


At the time of writing, both car- 
mustine and lomustine are investiga- 
tional drugs. However, their wide- 
spread use in the treatment of 
Hodgkin disease, brain tumors, and 
other neoplasms: make it likely that 
they will become commercially avail- 
able in the near future. 

Because of the severe pancytopenia 
that occurred in one of our patients 
treated primarily with lomustine and 
the fact that no bone marrow toxicity 
was seen in any patient treated with 
carmustine alone, we are limiting our 
use of nitrosourea compounds in my- 
cosis fungoides to carmustine. Our 
recommended schedules follow. 

Extensive Plaque Disease (over 10% 
of body surface involved).—Treat the 
entire body surface (uninvolved as 
well as involved areas) with 60 mg 
carmustine in 60 ml of an alcohol-wa- 
ter solution daily for 14 days; then 
stop. Do not repeat this course until 
after an interval of eight weeks and 
all laboratory values are normal. 
However, a few resistant plaques 
may be treated locally with 0.2% car- 
mustine in 95% alcohol once or twice 
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daily until the lesions clear, without 
waiting for a rest period. Obtain com- 
plete blood cell and platelet counts 
once weekly during treatment and 
for eight weeks thereafter. Blood 


chemistry studies and  urinalyses 
should be obtained every two weeks. 

Note: Our recent experience with 
patient 13 who was inadvertently 
treated with 3,150 mg carmustine 
without suffering hemopoietic tox- 
icity suggests that carmustine may 
be safer than we had thought. We are 
now cautiously trying three and four 
week courses but cannot recommend 
such schedules at present. 

Limited Plaque Disease (less than 
10% of body surface involved).—Treat 
individual lesions with carmustine 
0.2% (2 mg/ml) in 95% alcohol once 
daily for two weeks. If the lesions do 
not appear to be clearing, increase 
the applications to twice daily or in- 
crease the concentration to 3 or 4 
mg/ml. In view of the frequent per- 
sistence of a dermal infiltrate after 
initial visible clearing, treatment 
should be continued for one month af- 
ter clinical involution. Total dose 
should not exceed 200 mg/week for 
six weeks, to be followed by a rest pe- 
riod of four weeks. As a rule a much 
smaller dose is used in the treatment 
of individual lesions. Laboratory de- 
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terminations every other week or 
once monthly are usually adequate. 
If there is some doubt as to 
whether treatment should he admin- 
istered to the total body surface or 
just to individual lesions, it is advis- 
able, at least initially, to treat the en- 
tire body since there may be active 
foci that may not be visible. Further 
experience with nitrosourea com- 
pounds is necessary to determine 
whether maintenance therapy in the 
absence of skin lesions, such as is used 
by some with mechlorethamine hy- 
drochloride,’ will be appropriate. 
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Carmustine (NSC 409962) and lomustine (NSC 
79037) were obtained as the bulk powder from 
Dr Harry B. Wood, Jr, Drug Development 
Branch, Division of Cancer Treatment, National 
Cancer Institute, Bethesda, Md. 1-Methyl-1-ni- 
trosourea was obtained from ICN-K & K Labo- 
ratories, Plainview, NY. 

Patients in this study were also treated by 
James L. Cook, DO; Mark Dahl, MD; Marvin F. 
Engel, MD; Loren E. Golitz, MD: Richard B. 
Odom, MD; W. Mitchell Sams, Jr, MD; Rainier 
Schmidt, MD; and Bernard Stone, MD. Studies 
on the percutaneous absorption of carmustine- 
"C were performed by Robert J. Feldmann, MD. 


Nonproprietary Names 
and Trademarks of Drugs 


Cephalothin sodium—Keflin. 
Gentamicin sulfate—Garamyci. 
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1967. 

14. Wheeler GP, Bowdon BJ: Some effects of 
1,3-bis(2-chloroethyl)-1-nitrosourea upon the 
synthesis of protein and nucleic acids in vivo and 
in vitro. Cancer Res 25:1770-1778, 1965. 

15. Oliverio VT: Toxicology and pharmacology 
of the nitrosoureas. Cancer Chemother Rep ‘Part 
3) 4:13-20, 1973. 

16. Lessner HE: BCNU: Effects on advanced 
Hodgkin's disease and other neoplasms. Cancer 
22:451-456, 1968. 

17. DeVita VT, Denham C, Davidson JD, et al: 
The physiological disposition of the carcinostatic 
1, 3-bias(Z-chloroethyl)-1-nitrosourea (BCNU) in 
man and animals. Clin Pharmacol Ther 8:566- 
511, 1967. 

18. Zubrod GZ (ed): Symposium on the nitro- 
soureas. Cancer Chemother Rep (Part 3, May) 
4:1-46, 1973. 
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Apparently Normal Skin 


in Lepromatous Leprosy 


Histopathological Findings 


Thomas H. Rea, MD; Bernard Gottlieb, MD; Norman E. Levan, MD 


e Biopsy specimens of apparently unin- 
volved skin from 34 patients with lepro- 
matous leprosy were studied histologi- 
cally. Bacilli were found in 30 of 31 
specimens from clinically polar or near- 
polar lepromatous patients but not in the 
three from nonpolar patients. A predomi- 
nantly perivascular distribution of infil- 
trate and bacilli is consistent with a 
hematogenous spread of infection. Sub- 
clinical, diffuse lepromatous leprosy is 
found in patients with nodular lesions and 
may precede the development of nodules. 
Study of apparently uninvolved skin may 
be helpful in classifying patients, in inter- 
preting immunologic responses, and in 
elucidating the natural history of the ill- 
ness. 

(Arch Dermatoi 111:1571-1574, 1975) 
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his paper reports a histological 
study of apparently normal skin 
from patients with lepromatous lep- 
rosy. Previously, Ganapati et al 
found acid-fast bacilli (AFB) in ap- 
parently normal skin of 36 of 46 lep- 
romatous subjects; also Pandya and 
Antia? observed AFB in nine of 11 
scrotal skin biopsy specimens from 
lepromatous patients. Prior histologi- 
cal observations of normal skin from 
leprosy patients^? were cited by 
Ganapati et al; and we have found 
others.** 

We reasoned that confirmation and 
extension of these studies, especially 
in lepromatous patients, would be of 
value in the consideration of several 
questions: Are the bacilli or cellular 
infiltrates or both confined to gross le- 
sions and adjacent skin, or are they 


demonstrable in lesion-free areas? 


Are the demonstrable abnormalities, 
if any are present, different in the 
various types of lepromatous leprosy 
on the Ridley'^'' scale? Could involve- 
ment of apparently normal skin be an 
influence on responses to intradermal 
antigens or epicutaneous haptens? 


MATERIALS AND METHODS 


All subjects were patients at the Univer- 
sity of Southern California-Los Angeles 
County Medical Center. The criteria of 
Ridley and Jopling' and of Ridley and 
Waters" were applied to make two classi- 


fications of patients, one based on clinical 
morphological features and the other 
based on histopathological study of the 
original diagnostic biopsy specimens. (The 
histopathological classification was made 
by James Fields, MD, without any knowl- 
edge of findings from physical examina- 
tions.) This study is limited to lepromatous 
patients with lesions containing abundant 
bacilli. Using the Ridley-Jopling-Waters 
system, we classified these patients as LL, 
BL, or LI. Briefly defined, LL designates 
the lepromatous pole of the granulomatous 
spectrum of leprosy, characterized clini- 
cally by multiple, symmetrical, ill-defined 
lesions and by symmetrical anesthesia in 
the distal segments of the extremities. BL 
designates the borderline, or dimorphous, 
portion of the granulomatous spectrum, 
characterized clinically by asymmetrical, 
annular, anesthetic lesions, but also show- 
ing some histological features of polar lep- 
romatous disease. LI designates a portion 
of the granulomatous spectrum between 
LL and BL, characterized clinically by pre- 
dominantly polar lepromatous features, 
but also having lesions of the borderline 
type. 

Either the upper part of the arm or the 
upper part of the back was chosen for sam- 
pling. Sites were judged as apparently nor- 
mal if they exhibited no irregularities on 
inspection or palpation, if they retained 
normal sensitivity to pinprick and light 
touch, and if they were at least 7 em from 
any lesion attributable to leprosy. After 
selection, heat and cold perception and 
axon-reflex flare responses were measured 
in all but four instances. Heat perception 
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Fig 1.—Left, Medium-power view of tissue from patient 13, showing small, foamy granu- 
loma (hematoxylin-eosin, original magnification x 250). Right, Oil-immersion view of tis- 
sue from patient 13, showing abundant AFB (Fite-Faraco stain, original magnification 
x 950). 


and cold perception were scored as + + if 
intact, as + if diminished, and as — if ab- 
sent. An axon-reflex flare, elicited by 0.02 
ml of histamine phosphate (2.75 mg/ml) 
administered intradermally, was scored as 
t + if extending 10 mm or farther beyond 
the edge of the wheal, as + if extending 
less than 10 mm beyond the wheal, and as 
— if absent. 

Biopsy specimens were obtained with a 
4-mm cutaneous punch, with the patient 
under intradermal anesthesia with lido- 
caine. The specimens were processed rou- 
tinely and were stained by the Fite-Faraco 
method, as well as with hematoxylin-eosin. 

The hematoxylin-eosin sections were 
graded as follows: 1, showing no histologi- 
cal abnormality; 2, showing abnormalities 
other than foamy histiocytes; 3, showing 
small foci of foamy histiocytes; 4, showing 
large aggregates of foamy histiocytes. 
Sections stained for AFB were graded as 


Fig 2.—Left, Medium-power view of tissue from patient 6, showing 
nonfoamy perivascular infiltrate (hematoxylin-eosin, 


follows: 0, no AFB found; 1, rare AFB 
found; 2, few AFB, but easily found; 3, 
abundant AFB, but no globi; 4, abundant 
AFB and globi. 

Two examiners graded all specimens in- 
dependently. Agreement was close, differ- 
ences being few and never being more 
than one unit on either grading scale. 


RESULTS 


The data are tabulated in the 
Table. 

Acid-fast bacilli were found in 30 of 
the 31 specimens from patients clini- 
cally classified as LL or LI; AFB were 
not present in the three specimens 
from patients clinically classified as 
BL. Histological abnormalities were 
found in 24 of the 31 specimens from 
patients clinically classified as LL or 
Ll; histological abnormalities were 
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not present in the three specimens 
clinically classified as BL. 

Classification by the histological 
criteria of Ridley and Jopling” end of 
Ridley and Waters" gave rankings 
somewhat different from those de- 
rived from clinical findings. However, 
all but one of the differences are be- 
tween the LL and LI categories. 

The site selected for the biopsy 
specimen showed some neurological 
deficit in six of the 29 patients clini- 
cally classified LL. In three of these 
six (patients 2, 4, and 11), histological 
changes and AFB were well astab- 
lished (grade 3 or 4), but, in the other 
three (patients 3, 16, and 26), the defi- 
cit was associated with comparetively 
minor changes (grade 0, 1, or 2). 

Sixteen of the 17 biopsy specimens 
showing foam cell changes (grade 3 or 
4) also demonstrated abundant AFB 
(grade 3 or 4) (Fig 1). However, the 
reverse was not true, as seven pa- 
tients demonstrating abundan: AFB 
(grade 3) had normal or nonfoamy 
histological changes (grade 1 or 2) 
(Fig 2 and 3). 

With the exception of the papillary 
vessels, the pattern of involvement 
by bacilli or cellular infiltrate or both 
was perivascular (Fig 2 and 3); a peri- 
appendageal pattern was also evident 
(Fig 1), presumably secondary to the 
periappendageal distribution of blood 
vessels. The papillary vessels in all 
specimens examined showed no histo- 
logical change or bacillary involve- 
ment. Globi and AFB were found 


patient 6, showing abundant AFB in perivascular distribution 
(Fite-Faraco stain, original magnification x 950). 
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within the arrectores pilorum in two 
specimens; and AFB were frequently 
found within nerves. 


COMMENT 


Microscopical examination of a 
small biopsy specimen from appar- 
ently normal skin of patients with 
lepromatous leprosy demonstrates a 
high incidence of AFB and histologi- 
cal abnormalities. Of the 34 patients 
studied, 30 (88%) demonstrated AFB, 
and 24 (71%) showed histological ab- 
normality. Of the 31 patients clini- 
cally classified as polar (LL) or near- 
polar (LI), 30 (97%) demonstrated 
AFB, and 24 (77%) showed histologi- 
cal abnormality. 

These results are similar to those of 
Ganapati et al; who found AFB in 
the biopsy specimens of apparently 
normal skin from 36 out of 46 (78%) 
lepromatous patients, as well as being 
similar to those of Pandya and An- 
tia; who found AFB in the biopsy 
specimens of scrotal skin from nine 
out of Hl (82%) lepramatous patients. 

The perivascular distribution- of 
AFB in apparently normal skin of 
clinically classified LL patients 
obvious!y favors a hematogenous dis- 
semination. This conclusion is con- 
sistent with the bacilemia demon- 
strated by Drutz et al." Similar obser- 
vations have been made by others.' 
Unfortvnately, neither the site of ori- 
gin of the infection nor its early mode 
of spread is clarified by these observa- 
tions. 

The sparing of the papillary vessels 
suggests that bacilli are either not se- 
questered in this area or, if seques- 
tered, are somehow destroyed. The 
absence of bacilli in apparently nor- 
mal skin of BL-classified patients 
suggests either that a less severe ba- 
cillemia exists in BL-classified pa- 
tients than in LL-classified patients 
or that a mechanism for destroying 
bacilli exists in the apparently normal 
skin of those EL-classified patients. 

What is the relationship of diffuse 
lepromazous leprosy to nodular lepro- 
matous leprosy? We have found that 
virtually every patient with nodular 
lepromatous leprosy also has diffuse 
subclinical involvement of seemingly 
normal areas of his skin. Sites for 
biopsy specimens were chosen where 
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Fig 3.—Left, Medium-power view of tissue 
from patient 32, showing no abnormal in- 
filtration (hematoxylin-eosin, original mag- 
nification Xx 250). Right, Oil-immersion 
view of tissue from patient 32, showing 
abundant AFB in perivascular distribution 
(Fite-Faraco stain, original magnification 
x 950). 


no predisposition to the disease was 
to be expected, yet involvement was 
indicated in 30 out of 34 cases. 

It is possible that diffuse involve- 
ment may precede the appearance of 
nodules. If this proves to be true, does 
it mean that there is no need for a 
category of diffuse leprosy as such? 
At present, there is at least one ex- 
pression of diffuse leprosy that does 
not occur in patients with nodular 
lepromatous leprosy—the Lucio phe- 
nomenon.?!* Therefore, we think 
that the category of diffuse lepro- 
matous leprosy is meaningful and 
should be retained; however, the exis- 
tence of diffuse subclinical involve- 
ment perhaps preceding but certainly 
accompanying nodular lepromatous 
leprosy also must be recognized. 

The high incidence of involvement 
of apparently normal skin raises the 
question of the influence subclinical 
lepromatous leprosy has on the re- 
sponses to skin tests. We have noted 
no diminution of responses to intra- 
dermal antigens in our lepromatous 
patients, and so we regard it as un- 
likely that subclinical disease influ- 
ences responses to tests of the recall 
type.** 

Responses to epicutaneous haptens, 
such as dinitrochlorobenzene, are 
more difficult to interpret. If the hy- 
pothesis of peripheral sensitization in 
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allergic contact dermatitis is correct 
(and there is substantial evidence 
that such is the case’), then it seems 
reasonable to suppose that the pres- 
ence of a chronic granuloma in the 
skin might exert an influence on the 
sensitization phase. As yet we can 


only speculate on the nature of any - 


such influence, its direction, and its 
mechanisms; but one obvious consid- 
eration is that observations of dimin- 
ished responses to dinitrochloroben- 
zene in patients with lepromatous 
leprosy'*" indicate that these re- 
sponses might be due to cutaneous 
changes and not to a generalized de- 
fect in cell-mediated immunity. 

Twenty-nine of the 30 patients 
clinically classified as LL were AFB- 
positive in their apparently normal 
skin; all three patients clinically clas- 
sified as BL were AFB-negative. Sta- 
tistically, this is significant at a P 
value of .001, using Fisher's exact 
method of x? computation. Although 
no definite conclusions can be reached 
because of the small number of pa- 
tients in this study, it appears that 
determination of AFB in apparently 
normal skin might be a valuable ad- 
junct in the classification of patients. 
Unfortunately, Ganapati et al, Pan- 
dya and Antia, and Pearson et al’ did 
not compare findings between LL and 
BL categories. 
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Clinical and Histological Data at Time of Biopsy 






Classificationt 





Axon- Histo- 


Acid-Fast 










* ++ indicates intact; +, diminished; —, absent. 
t ++ indicates extending 10 mm or farther beyond edge of wheal; +, extending less than 10 mm beyond wheal. 
t LL indicates polar; LI, near-polar; BL, nonpolar; NFC, not further classifiable. 


We doubt that differences between 
the clinical and histological modes of 
classification are of much, if any, sig- 
nificance, for, to quote Ridley and 
Waters": "We do not wish to over- 
emphasize the importance of the LI 
subgroup. It is situated very close to 
the lepromatous pole of the spectrum 
and for most purposes there is no 
need to distinguish between LI and 
LL." The differences that do exist are 
never more than one grade, which is 
remarkably good agreement consid- 
ering that one observer was using 
clinieal data and the other was using 
histological data. 


The services of James Fields, MD, Public 
Health Service Hospital, Staten Island, New 
York, were provided through the US Leprosy 
Panel. 
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Duration, yr Perception* as passim A 
Patient/ Area of Reflex logical Bacilli Histo- 
Age, yr/ Sex Disease Therapy Biopsy Heat Cold Flaret Grade Grade Clinical logical 
1/24/F 2 2 Arm tr «FA T^F 1 2 LL LI 
2/40/F 6 2 Arm T a= T 4 4 LL LI 
3/28/M 3 2 Arm + T4 + 1 2 LE LI 
4/44/M 6 2 Arm T n TT 4 4 LL LL 
5/29/F 6 4 Arm T1 T4 Tt 3 3 LL LL 
6/58/M 1 0.5 Arm qr dE T 2 3 LL L-NFCt 
7/48/M 0.2 0 Arm are i4 ee 4 4 LL LI 
8/33/F 3 3 Arm t+ S Tr 4 4 LL LI 
9/33/M 4 1 Back + T ++ 2 3 LL LI 
10/27/M 7 0 Arm : a ni ax 4 4 LL LI or LL 
11/43/F 3 3 Arm = = + 3 3 LL LI 
12/24/M 10 10 Arm + T4 ++ 3 3 LL LL 
13/35/F 2 2 Arm ++ ++ ++ 3 4 LL LI 
14/43/F 3 2 Arm -JH- TF ++ 4 4 LL Ll or LL 
15/54/M 9 5 Arm iva ba ys 3 2 LL LI 
16/37/F 21 1 Back T = ++ 1 1 a 
17/29/F 2 2 Arm "Tt Ft ++ 1 0 LL 
18/34/M 3 2 Back + T ++ 1 3 LL LI 
19/31/F 12 1 Arm ++ af- ++ 2 2 LL LI 
20/40/F 3 0.5 Back T FF ++ 1 0 BL tet 
21/28/M 5 4 Arm am m idis 2 3 LL LI 
22/28/M 3 2 Arm -+F T ++ 3 4 LL LI or LL 
23/45/F 3 0 Arm TF ++ ++ 3 4 LI BL 
24/44/M 2 2 Arm ++ + ++ 2 3 LL LI 
25/19/F 1 0.5 Arm T TH TI 3 4 LL LI 
26/32/M 5 4 Arm Tr T T 2 2 LL LI 
eaten C. Up. 0. 05. SANCTO OPE ie SU BARTOLI COSTS TEE AC Leer 
28/30/M 0.3 0 Back T dT ++ 1 3 LL LI 
LONEDM- Da . B  — BER ee ee ee eee ee ee uu X 
Maw. » 7—- Oe BEL RD GAME CHERRVUISM CRT TY WC Loe 
31/29/F 1 0.5 Back det ++ ++ 3 3 LL LL 
32/29/M 2 0 Back T HEF ++ 1 3 LL LI or LL 
33/30/M 3 0 Back T T +t 3 4 LL 
34/20/F 0.5 0.1 Back +-4- T4 pes 1 0 BL 
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Erythema Nodosum Leprosum 
in & Gereral Hospital 


Thomas H. Rea, MD, Nerman E. Levan, MD 


e We report 32 patierts with erythema 
nodosum leprosum (ENL). Twenty-two 
patients developec ENL before beginning 
chemotherapy. The recegnition that ENL 
in the absence o: chemcetherapy is not an 
uncommon everti is of importance, not 
simply as a fact in and of itself, but be- 
cause this observation raises provocative 
questions when placec in the context 
of current ideas concerning ENL. ENL 
should be regarded as a manifestation of 
leprosy, not necessarily 2s a complication 
of its therapy. 

(Arch Dermatol 111:15: 5-1580, 1975) 


rythema | nodosem  leprosum 
(ENL), à eommon serious reac- 

tion in patients with lepromatous lep- 
rosy,” is now widely secognized as a 
syndrome, -* but its pathogenesis re- 
mains uncertain. Although described 
and named by Murats in 1912, ENL 
was not generally recognized or regu- 
larly clearly separated from other re- 
actional states of leprosy until the 
1950s. We emphasize hat spontane- 
ous ENL, ie, ENL in the absence of 
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antilepromatous chemotherapy, can 
be a common phenomenon, and we 
explore the implications of this find- 
ing as it relates to current ideas 
about the pathogenesis of ENL and 
the relationship of ENL to sulfone 
therapy. 


MATERIAL AND METHODS 
Criteria for Diagnosis of ENL 


Clinically, the hallmark of ENL is crops 
of tender skin or subcutaneous lesions, or 
both, that arise in apparently normal 
skin."* Histopathologically, the involved 
tissue shows an infiltrate of polymorpho- 
nuclear neutrophils (PMN) and lympho- 
cytes superimposed on granulomas of 
foamy histiocytes that contain acid-fast 
bacilli (AFB) on Fite-Faraco stain.^'^ 
Therapeutically, a favorable response to 
thalidomide is an additional criterion for 
the diagnosis of ENL, since no other reac- 
tional state of leprosy is affected by the 
drug.*'^ Two of three criteria must have 
been present to justify inclusion of a pa- 
tient in our study. We regard the Lucio 
phenomenon as a separate syndrome from 
ENL. 


Criteria for Classification 


A clinical classification of the patients 
according to the system of Ridley and 
Jopling" and Ridley and Waters" was 
made on the basis of the clinical findings 
and bacteriological findings of biopsy 
specimens. Patients were designated as 
“LL” (polar lepromatous leprosy) if no re- 
sistance type of lesion was present, ie, if 
no sharply defined lesions of tuberculoid or 
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borderline character were present, but 
AFB were abundant. An independent, dis- 
interested dermal pathologist made a his- 
tologic classification according to the sys- 
tem of Ridley and Jopling“ and Ridley and 


Waters.'? 
By diffuse clinical involvement we mean 


a poorly defined, non-nodular general 
thickening of the skin of the face with an 
associated erythema. 

All subjects of this study are patients at 
the Los Angeles County-University of 
Southern California Medical Center. 
Twenty-eight reside in the geographic 
area that the Medical Center serves as a 
primary care facility; these 28 patients 
were self-referred, and were initially ad- 
mitted to the dermatology service, medical 
service, obstetrical service, or emergency 
room. Four patients were referred from 
elsewhere in Los Angeles County. All but 
one, a Cuban, was born or had resided in 
areas of Mexico in which the disease was 
endemic. 

Tissue specimens were precessed rou- 
tinely and sections were stained both with 
hematoxylin-eosin and by the Fite-Faraco 
method. Studies of cell-mediated immunity 
and autoantibody formation are the sub- 
ject of another report, some of the results 
having been published already in abstract 
form.'*'* The response of this group of pa- 
tients to thalidomide therapy has been re- 
ported previously. 


RESULTS 


Thirty-two patients are the subject 
of this report. Twenty-three satisfied 
clinical, histologic, and therapeutic 
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criteria for the diagnosis of ENL; five 
lacked the therapeutic criteria and 
four did not undergo biopsies. Details 
are presented in Table 1. There were 
17 men and 15 women. The youngest 
was 18 years old at the time of diag- 
nosis of ENL; the eldest was 72. The 
median age at the time of diagnosis 
of ENL was 30 years. 


ENL and Sulfone Therapy 


Twenty-two patients initially 
needed care because of spontaneous 
ENL, leprosy not being previously 
diagnosed or treated. There was no 
history of use of drugs such as strep- 
tomycin or sulfonamides that might 
conceivably precipitate ENL. Ten pa- 
tients had established diagnoses of 
lepromatous leprosy and had received 
sulfone therapy prior to the emer- 
gence of ENL. The numbers, median 





age, and sex distribution of these two 
groups are as follows. Of the 22 
patients who developed ENL before 
sulfone therapy, ten were men and 12 
were women. The median age in this 
group was 30 years. Of ten patients 
who developed ENL after sulfone 
therapy, seven were men and three 
were women. The median age in this 
group was 31 years. The latent times 
between the institution of sulfone 
therapy and the onset of ENL in the 
ten patients who developed ENL after 
the initiation of sulfone therapy are as 
follows: one month or less, two 
patients; two to six months, one 
patient; seven to 12 months, two 
patients; 13 to 24 months, four 
patients; and 24 or more months, one 
patient. 

The major symptoms of ENL are 
summarized in Table 2. 


Table 1.—Clinical and Histologic Findings in 32 Patients With ENL 


Signs of ENL 


The signs of ENL are given in 
Table 3. In contrast to ordinary er- 
ythema nodosum, nodose lesions were 
present on the face in half of the pa- 
tients; no patient with ENL was seen 
with nodose lesions that were limited 
in location to the legs or thighs. Usu- 
ally, lesions involved both the dormis 
and subeutaneous tissue, but purely 
dermal involvement or purely subcu- 
taneous involvement was also seen. 
The fever ranged from barely ele- 
vated, 38 C (100 F) to 40.5 C (195 F). 
Malaise, when present, was also vari- 
able, ranging from mild impairment 
of normal activities to prostration. 

The signs and symptoms of nerve 
trunk involvement remitted com- 
pletely with thalidomide therapy; 
therefore, we infer that the irvolve- 
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* Lepromatous but not further classified. 
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Table 2.—Symptoms of ENL 


Sympeoms 
Painfu! skin or subcutaneous lesions 
Chills, fever, or both 
Malaise 
Arthralgias 
Pain inescrotum 
Pain referrable to nerve trunk involvement 


ment was probably due to ENL and 
not to the reversal reaction, seen as a 
part of the LI (indefinite leproma) 
and BL (borderline vith lepromatous 
features) forms of leorosy.” 


Other Signs of Lepromatous Disease 


Two patients manifested Lucio 
phenomenon. All but -wo of the 32 pa- 
tients, demonstrated some symmetri- 
cal distal extremity anesthesia. The 
presence of nodules, diffuse infil- 
tration, and eyebrow alopecia is listed 
in Table 1. Of the Z2 patients with 
spontaneous ENL, 25% had nodules, 
68% had diffuse infiltration, and 50% 
had eyebrow alopecia Of the ten pa- 
tients who developed ENL after sul- 
fone therapy, 80% hed nodules, 60% 
had diffuse infiltration, and 90% had 
eyebrow alopecia. Fram inspection of 
Table 1, it is evident that some pa- 
tients who manifest spontaneous 
ENL mar have no cther cutaneous 
signs referrable to lepromatous lep- 
rosy. Five of the 22 pztients who ini- 
tially manifested spentaneous ENL 
had nodules, whereas »ight of the ten 
with ENL that occurred after sulfone 
therapy had nodules (F = .005, with x* 
test using Fisher exac- method). 


Laboratory Data 


The complete blood *ounts are sum- 
marized in Table 4. Azotemia and 
proteinuria (greater -zhan 50 mg/24 
hours) were found in ene patient who 
had renal failure secondary to centro- 
lobular necrosis of th» liver. The re- 
maining 27 patients showed no evi- 
dence of kidney disease, as judged by 
the absence of hemeturia, protein- 
uria, and azotemia. Renal biopsy was 
not done. 

The tota! serum hemolytic comple- 
ment was within normal limits in five 
untreated febrile pa-ients, two of 
whom also had arthritis; no other 
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No. Sign 
Affected (95) 


32 (100) 
27 (84) 
20 (63) 
9 (28) 
2 of 17 (12) 
3 (9) 


Fever 


Eye signs 


serum complement determinations 
were made. 


Histopathologic Findings 


Biopsy specimens from 28 patients 
were reviewed; all showed AFB. 
Twenty-five specimens showed small 
foamy histiocytic granulomas in the 
dermis and subcutis. Two showed 
nonspecific perivascular infiltration. 
One showed a large foamy granuloma 
replacing the dermis. Lymphocytic in- 
filtrates were present in all speci- 
mens. PMNs infiltrated the tissue in 
24 specimens, were found only within 
vessels in three, and were not found 
at all in one. Extravasated erythro- 
cytes were found in 14 specimens. 

In seven instances, vessel wall 
changes were present and of suffi- 
cient severity to warrant the diag- 
nosis of vasculitis. The actual inci- 
dence of such changes is uncertain, 
since they are focal and serial sec- 
tions were not obtained. 


Precipitating and Exacerbating 
Causes 


Of the 15 women in this series, five 
had their initial attack of ENL dur- 
ing pregnancy. In these five, the ENL 


Tender skin lesions 
Tender subcutaneous lesions 


Joint swelling, tenderness, or both 
Testicular tenderness 
Nerve trunk tenderness 


Table 3.—Signs of ENL 


No. 
Affected (%) 


32 (100) 
32 (100) 
14 of 25 (56) 
5 (16) 
2 of 17 (12) 
3 (9) . 
0 (0) 





preceded the diagnosis of leprosy and 
the use of sulfone therapy. One of 
these patients (patient 13, Table 1) 
gave a history of nodose lesions dur- 
ing eight of nine pregnancies in the 
previous 12 years before the diagnosis 
was made. Three patients had exacer- 
bation of thalidomide-controlled ENL 
during intercurrent illnesses; specifi- 
cally, pneumonia, pilonidal abscess 
formation, and centrilobular necrosis 
of the liver. 


COMMENT 
Spontaneous ENL 


Our finding of 22 (69%) of 32 
patients with spontaneous ENL, 
ie, ENL in the absence of anti- 
lepromatous chemotherapy, is higher 
than in most studies, but is not incon- 
sistent with many reports. Guinto et 
al* reported a spontaneous ENL rate 
of 15.875 in 1,180 lepromatous pa- 
tients. In a prospective study of anti- 
lepromatous chemotherapy of the 41 
patients receiving a placebo, 46.396 
were observed to have ENL in a 48- 
week observation period; of 40 pa- 
tients receiving amodiaquine hydro- 
chloride (judged to be virtually a 
placebo), 55% developed ENL.* Var- 


Table 4.—Results of Blood Studies Performed During ENL 


Value (Range) 

Hematocrit 

(women, less than 37) 

(men, less than 40) 
Leukocytosis 

(greater than 10,000/cu mm) 
Neutrophilic leucocytosis 

(greater than 6,200/cu mm) 
Erythrocyte sedimentation rate, 

Wintrobe method 

(greater than 30 mm/hr) 


No. 
Adequately 
Studied 


No. 
Abnormal (96) 


27 19 (70)* 
26 15 (58) 


26 20 (77)1 





23 20 (87) 


* Six patients had hypochromic, microcytic anemia, and 13 a normochromic, normocytic 


anemia. 


t In all but one instance, the neutrophilic count returned to normal when the ENL remitted. 


Erythema Nodosum Leprosum—Rea & Levan 


1577 


gas* found that 22% of his ENL pa- 
tients initially manifested spontane- 
ous ENL. Moschella'* observes that 
patients with diffuse leprosy are apt 
to first seek care because of ENL. 
Many of our cases are of the diffuse 
type. Arnold and Fasal" state that 
spontaneous ENL was the initial 
mede in 10% of cases. 

We believe that our series is selec- 
tive, and that the relatively high rate 
of spontaneous ENL is due to the fact 
that the bulk of our lepromatous lep- 
rosy patients are self-referred and 
the more acutely ill patients are more 
apt to be seen in our facility. In our 
series of self-referred patients, one 
would expect to find a bias favoring 
the presence of acutely ill patients. 
This selectivity factor makes our 69% 
spontaneous ENL rate consistent 
with the 22% rate in the presumably 
ethnically similar group reported by 
Vargas. 

We do not believe that covert or un- 
known sulfone therapy is an appre- 
ciable influence on our results for sev- 
eral reasons. It is not difficult to elicit 
a history of sulfone use, since few 
other medications are prescribed in 
half-tablet or one-tablet quantities 
two to three times each week for pro- 
longed periods. Five of our patients 
were initially treated because of 
ENL, but without signs of alopecia, 
diffuse infiltration or nodules; this ab- 
sence of findings would make prior 
diagnosis of lepromatous leprosy and 
administration of sulfones difficult. 
Godal et al'* criticized a preliminary 
report of our findings because we 
used the patient’s history and did not 
positively, ie, by urinalysis, exclude 
prior use of sulfones; we do not think 
this criticism is crucial, because 28 of 
our ENL patients were self-referred 
to our hospital, a situation not compa- 
rable to many patients who enter lep- 
rosaria. 

Finally, the statistically significant 
relationship between the presence or 
absence of nodules and the presence 
or absence of spontaneous ENL is in- 
consistent with covert or unknown 
sulfone therapy; one would not expect 
that the less obvious cases of leprosy 
would be the group more likely to be 
treated for leprosy. Also, if all of the 
ENL in this series was secondary to 


1578 Arch Dermatol—Vol 111, Dec 1975 


sulfone therapy, one would anticipate 
a similar prevalence of nodules in 
those who initially manifest ENL and 
in those who first develop ENL while 
on sulfones administered by us, and 
this is plainly not the case. 


Classification 


A discrepancy between the clinical 
and histologic classification of Ridley 
and Jopling" and Ridley and Wa- 
ters’ is evident on inspection of 
Table 1; all but one patient is clini- 
cally classed as LL, whereas most are 
histologically classed as LI. The im- 
portance of the discrepancy is not 
known. On the basis of clinical crite- 
ria, there is no reason for concluding 
that our LL patients are similar to 
those designated as LI by Ridley and 
Waters’; our LL patients had no skin 
lesions of the borderline type, no 
nerve trunk neuropathic features 
other than those of ENL, and no re- 
versal reactions, all common clinical 
features of the LI group. The origin 
of the clinical-histologic discrepancy 
may be due in part to the presence of 
ENL. Since the consulting pathologist 
made the histologic classification 
without the knowledge of the clinical 
details, perhaps the lymphocytes that 
are actually due to ENL exerted 
a bias that favored an LI inter- 
pretation. However, since seven of 
the ten pre-ENL biopsy specimens 
are classed as LI, the large number of 
LI readings from the ENL biopsy ma- 
terial is not attributable solely to an 
ENL-associated bias. In any event, 
we do not view the discrepancy as an 
important one in a discussion of ENL. 
To quote Ridley and Waters,” “we do 
not wish to over emphasize the impor- 
tance of the LI sub-group. It is situ- 
ated very close to the lepromatous 
pole of the spectrum and for most 
purposes there is no need to distin- 
guish between LI and LL." 


Manifestations of ENL 


In general, the clinical, histologic 
and laboratory changes of ENL that 
occurred in our series are similar to 
those reported by others.'-* The symp- 
toms, signs, and complete blood count 
changes are those of an acute toxic 
process. The range of histologic 
changes, ie, lymphocytic infiltration, 





PMN infiltration, and the presence or 
absence of vasculitis, is similar to 
that reported by Job et al‘ and Pepler 
et al.’ Our failure to find PMN infil- 
tration of tissue in four biopsy speci- 
mens is probably due to the age of the 


lesions sampled, since regressing 
ENL lesions may show no PMNs but 
lymphocytic infiltrates. Without 
PMNs, these biopsy specimens cannot 
be regarded as diagnostic of ENL, 
but can be interpreted as supporting 
the diagnosis in the sense of “con- 
sistent with ENL.” 

The only abnormalities reported in 
several other series that were not ob- 
served in our series were eye changes 
referable to ENL. We have no expla- 
nation for this, except that the series 
is small, and most of the patierts ap- 
peared to be in the early course 
of their illness. When examined by 
slit-lamp technique, these patients 
showed changes attributable to lepro- 
matous leprosy. 

Some reports suggest that glomer- 
ulonephritis may be associated with 
ENL.^ Our only example of clini- 
cally evident kidney disease was renal 
failure secondary to centrilobular ne- 
crosis of the liver. No evidence sup- 
porting a tentative diagnosis of glo- 
merulonephritis could be found in the 
28 patients who were studied. 

The patients with spontaneous 
ENL had a lower incidence of nodular 
lesions than did those with a post-sul- 
fone onset of ENL. This finding con- 
firms observations that patients with 
diffuse lepromatous leprosy are apt to 
be observed because of ENL in the 
absence of chemotherapy,’ but we 
have no knowledge as to why this 
should be so. In our series, this could 
represent another bias cue to self-re- 
ferral. 


Pathogenesis 


In the past decade, two specific 
ideas regarding etiologic mechanisms 
for ENL have been proposed. 

In 1966 Waldorf et al" proposed 
that cell-mediated immunity may be 
important in the pathogenesis of 
ENL, based on a normal epicutaneous 
sensitization rate in ENL patients 
and diminished rates in other lepro- 
matous patients. Turk and Waters? 
were unable to confirm his findings. 
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We have found cell-mediated immune 
responses to antigens other than lep- 
romin to be normal in ENL patients 
and in other lepromatous patients.'?'* 
At present, there isno direct evidence 
to support a role for cell-mediated im- 
munity in the pathogenesis of ENL. 

In 1969, Wemambu et al? reported 
deposits of immuneglobulin and com- 
plement in vessel walls of ENL le- 
sions and suggested that ENL is a 
manifestation of the Arthus phenom- 
enon. In 1971, Waters et al** reported 
further similar findings and proposed 
that their results could also be in- 
terpreted as meaning that ENL is a 
manifestation of circulating immune 
complexes. 

The presence of a substance in the 
sera of ENL patients that forms a 
precipitate with the Clq portion of 
complement by gel-diffusion tech- 
nique has been reperted by three sep- 
arate groups, anc has been inter- 
preted as indirect evidence for the 
presence of circulating immune com- 
plexes.* Drutz et al” report a high 
incidence of glomerulonephritis in 
two groups of patients with ENL; by 
analogy with known causes of glo- 
merulonephritis they concluded that 
immune complexes might be patho- 
genic in ENL. 

At the present time, a cogent rea- 
son for viewing both the immune 
complex hypothesis and Arthus phe- 
nomenon hypothesis with caution, is 
that the direct evidence of Wemambu 
et al” and of Waters et al** has not 
been reproduced br others. The indi- 
rect evidence of a Clq precipitating 
factor might reflect the presence of 
single- or double-stranded DNA or 
bacterial polysaccharides rather than 
immune complexes. However, Gel- 
ber et al? have recently demon- 
strated a Clq precipitating factor in 
ENL sera incubated with deoxyribo- 
nuclease. Our failure to find evidence 
for an ENL-associated glomerulone- 
phritis lends no support to the im- 
mune complex hypothesis, but is not 
evidenee against it. 

Direet evidence either to prove or 
disprove that ENL is tissue injury ef- 
fected by the union of precipitin and 
antigen in an antibody excess state 
may be difficult to obtain because the 
precipitin need be present only in mi- 
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nute amounts, and pure antigens from 
Mycobacteriwm leprae are not avail- 
able. Further direct evidence might 
come from the methods used by Bra- 
verman and Yen? and by Sams et al?! 
to study other cutaneous lesions 
caused by immune complexes. 

At present, other specific ideas re- 
garding causal mechanisms in ENL 
are only speculative. 

Several investigators???*? have pre- 
sented evidence that a necessary con- 
dition for the occurrence of ENL is 
the death of most organisms (mor- 
phologic index approaching zero) in 
the involved tissue. The bulk of this 
work has been done in patients who 
are receiving sulfone therapy. Al- 
though some evidence exists that 
organisms in lesions are dead in 
those patients who have spontaneous 
ENL,” we believe that the question 
of viability of bacilli in patients with 
spontaneous ENL warrants further 
study because of an important ques- 
tion: if a morphologic index approach- 
ing zero is a necessary condition for 
the occurrence of ENL, then what is 
killing these organisms in the ab- 
sence of chemotherapy? The existence 
of spontaneous ENL can be inter- 
preted as signifying that the conclu- 
sions drawn by Ridley? and by Petit 
and Waters? are not correct, or that 
the host possesses a mechanism for 
kiling bacilli that is not insignifi- 
cant. Several types of mechanisms 
can be considered speculatively, in- 
cluding specific cell-mediated immu- 
nity for which there is little evidence, 
antibody-dependent lymphocytotoxic- 
ity, which evidently has not been in- 
vestigated, and the activation of 
macrophages by nonspecific means, as 
implied in the studies of Convit et 
ai” 


ENL and Chemotherapy 


Results of our study are contrary to 
the concept that ENL is rare or un- 
common in the absence of chemother- 
apy.1®2%-53.3738 We do not doubt that 
this may be true in some areas of the 
world, but our experience is not 
unique. Moschella's observation that 
patients with diffuse lepromatous lep- 
rosy may initially manifest ENL is a 
good summary of our clinical experi- 
ence.'® The studies of Guinto et al‘ 
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and Vargas? provide ample evidence 
that ENL may be common in the ab- 
sence of chemotherapy. Browne's ob- 
servations,’ ?* as well as those of Ar- 
nold and Fasal,” are further evidence 
supporting this point. It is likely that 
some of the ENL that is seen after 
the onset of chemotherapy is coinci- 
dental to chemotherapy. 

A philosophical objection to ‘the 
“rare in the absence of chemother- 
apy” idea is that dismissal of ENL as 
a therapeutic complication diminishes 
the possibility that an understand- 
ing of ENL would further an under- 
standing of leprosy in general. For 
example, Drutz and Bodel” investi- 
gated the question of why bacillemic 
lepromatous patients are not febrile; 
it is conceivable that the pathogen- - 
esis of ENL, a feverish state, may be 
related to the afebrile, bacillemic 
state. ENL may be more profitably 
regarded as a manifestation of lep- 
rosy than as a complication of its 
therapy. 

Chemotherapy is implicated as a 
precipitating cause of ENL in two cir- 
cumstances. When presented in sup- 
port of a hypothesis of an Arthus 
phenomenon or circulating-immune- 
complex-caused tissue injury, the em- 
phasis is on the killing of a large 
number of organisms during a com- 
paratively short period of time, ex- 
plaining the origin of accessible anti- 
gen.?^*' We do not doubt that such a 
mechanism is possible, but the exis- 
tence of substantial numbers of pa- 
tients with ENL prior to chemother- 
apy, as well as patients with ENL 
years after the onset of chemother- 
apy, suggests that if an immune com- 
plex or Arthus reaction hypothesis is 
to be maintained, other mechanisms 
for producing access to antigen must 
be sought. When presented in support 
of the idea that a morphologic index 
approaching zero is a necessary condi- 
tion for the occurrence of ENL; 
chemotherapy is cited as the mecha- 
nism for obtaining the index ap- 
proaching zero. As mentioned above, 
the existence of spontaneous ENL 
poses a question as to alternative 
mechanisms of death of bacilli, or a 
question as to the validity of this 
idea. 

Could sulfones influence ENL by 
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other than bacteriostatic mecha- 
nisms? In view of the diverse, unex- 
plained biologic effects of sulfones, 
such as increasing the lysosomal en- 
zyme activity of mouse peritoneal 
macrophages," production of a he- 
molytie anemia* and their therapeu- 
tic effect in dermatitis herpeti- 
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formis,** a disease with immunologic 
abnormalities, this is not an unrea- 
sonable question. Waters and Hel- 
my** found no evidence to support 
this contention in a study in which 
dapsone was administered to patients 
with ENL who had dapsone-resistant 
organisms. 
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Allergic Contact Dermatitis 


Caused by Idoxuridine 


Patterns of Cross Reactivity With Other Pyrimidine Analogues 


Robert B. Amon, MD, MPH; Adam W. Lis, PhD; Jon M. Hanifin, MD 


Idoxuridine has been used for many 
years in the treatment of herpex simplex 
infections of the eye. Use of the drug for 
herpes simplex infection of the skin is 
increasing. Ophthalmologists have noted 
occasional conjunctival and corneal irri- 
tant reactions, but nc true delayed cuta- 
neous hypersensitivity has been verified. 
We report four cases of allergic contact 
dermatitis from idoxuridine, sensitized by 
both eye and skin applications. Cross re- 
activity to brominated and chlorinated, but 
not fluorinated, pyrimidine analogues is 
noted. Extensive pateh testing indicates 
the general relationship between the 
structure of pyrimidine compounds and 
their antigenic cross reactivity. 

(Arch Dermatol 111:1581-1584, 1975) 
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Bp on early work by Kaufman, 
idoxuridine (5-iodo-2'-deoxyuri- 
dine) has been widely used by oph- 
thalmologists for more than ten years 
for the treatment of herpes simplex 
keratitis. Standard preparations of 
idoxuridine in either 0.1% lotion or 
0.5% ointment have not been effec- 
tive for the treatment of cutaneous 


herpes simplex infections.^* MacCal- . 


lum’s studies? indicated that 5% 
idoxuridine was effective when used 
in dimethyl sulfoxide, and recent 
work at our institution further sug- 
gests that 1% and 5% concentrations 
of idoxuridine in dimethylacetamide 
may be effective for herpes s:mplex 
infection of the skin, as noted by F.J. 
Storrs (oral communication, Nov 4, 
1974). 

Ophthalmologists have described 
occasional conjunctival and corneal ir- 
ritant reactions associated with the 
use of idoxuridine. Reports in the lit- 
erature have mentioned rare "allergic 
reactions" to this compound, but 
there has been no documentation of 
true delayed hypersensitivity reac- 
tions. 

In this report, we describe four 
cases of proved allergic contact der- 
matitis to idoxuridine following eye 
and skin application. Our studies indi- 
cate that sensitization was induced 
by the application of idoxuridine 
rather than its degradation products. 
Also, we demonstrate cross reactivity 
with several pyrimidine analogues, 
substituted in the 5 position with io- 


dine, bromine, and chlorine. Fluorine- 
substituted compounds do not cross 
react. 


REPORT OF CASES 


Case 1.—A 31-year-old man was ad- 
mitted to the University of Oregon Medi- 
cal School (UOMS) Hospital on Dec 26, 
1973, with suspected acute allergic contact 
dermatitis of the genital region. During 
the year before admission, he had treated 
four episodes of herpes progenitalis with 
topically applied idoxuridine 0.5% oint- 
ment. Two weeks before admission, red 
papules developed over the glans penis 
during treatment of a recurrent herpes 
infection with topically applied idoxuri- 
dine. The eruption gradually became ve- 
sicular and spread to other areas. On 
admission there was no evidence of viral 
infection, but numerous papulovesicular le- 
sions were present, involving not only the 
entire anogenital region, but also the 
hands, perioral areas, and neck. These 
lesions were suggestive of an autoeczema- 
tization phenomenon. The patient received 
orally administered prednisone, starting 
with 60 mg/day and gradually tapering to 
zero over a period of three weeks. When 
systemic steroids were discontinued, the 
patient was patch tested and was shown to 
be reactive to preservative-free 0.5% 
idoxuridine ointment. Six months later, 
patch testing with idoxuridine and related 
compounds produced a recurrence of his 
generalized eczematous dermatitis that 
persisted for two months and again re- 
quired several courses of treatment with 
prednisone. Further testing was consid- 
ered inadvisable. 

Case 2.—A 33-year-old man was referred 
to the UOMS Dermatology Department on 
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Sept 17, 1973, for recurrent herpes pro- 
genitalis of several months duration. 
Idoxuridine, 5% in dimethylacetamide, was 
prescribed, with instructions to apply the 
drug frequently to the fresh lesions for 2 
days. During the next six months, this 
treatment was used on two other occa- 
sions. On March 22, 1974, erythema and 
edema of the scrotal skin developed, and 
idoxuridine allergy was suspected. Patch 
testing to 0.1% idoxuridine ointment 
showed a 1+ reaction at one week, which 
increased in severity to a 2+ reaction dur- 
ing the second week after removal of the 
patch test materials. The patient was in- 
structed not to use this medication in the 
future. He was again seen on May 20, 1974, 
having self-medicated a recurrent infec- 
tion, causing a localized contact dermatitis. 

CasE 3.—A 63-year-old man was ad- 
mitted to the Portland Veterans Adminis- 
tration Hospital on April 9, 1974, with her- 
pes simplex keratitis of the right eye. The 
patient had a 2% year history of chronic 
granulocytic leukemia that was well con- 
trolled with 2 mg busulfan per day, two 
days out of three. 

Topical treatment for the eye infection 
with 0.5% idoxuridine ointment and 0.25% 
hydrobromide scopolamine solution pro- 
duced definite improvement after one 
week, and the patient was discharged with 
instructions to continue this therapy. On 
April 26, 1974, he developed new eye symp- 
toms and-was noted to have signs of herpes 
simplex infection of the left eye, the nares, 
and the upper lip. The topical combination 
therapy was then used in both eyes. On 
May 29, 1974, his ophthalmologist diag- 
nosed idoxuridine toxicity. Idoxuridine 
was discontinued, but within three days, 
his eyes had worsened greatly and the 
medication was reinstituted. No improve- 
ment occurred and on June 14, 1974, he was 
again admitted to the hospital. Idoxuridine 
allergy was suspected because cultures for 
herpes simplex virus had been consistently 
negative. A patch test to the 0.5% idoxuri- 
dine ointment was negative at 48 hours, 
and the patient was again discharged 
using the topically applied idoxuridine and 
scopolamine hydrobromide. This treatment 
was continued until August 22, 1974, when 
he was seen in the dermatology clinic with 
acute allergic contact dermatitis of the 
face. All medications were stopped, and 
patch tests to 5% idoxuridine and pre- 
servative-free scopolamine hydrobromide 
both produced a 3+ reaction at 48 hours. 
Thus, the patient’s dermatitis may have 
been caused by scopolamine hydrobromide, 
idoxuridine, or both medications. 

Case 4.— A 34-year-old man had been fol- 
lowed up in the UOMS Dermatology De- 
partment for several years because of re- 
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current genital herpes simplex infection. 
He was seen on October 4, 1974, for acute 
allergic contact dermatitis of the genital 
region. During the preceding six months, 
he had treated 12 recurrent episodes of 
herpes progenitalis with 5% idoxuridine in 
dimethylacetamide. A patch test to 0.5% 
idoxuridine in petrolatum gave negative 
findings at 48 hours, but a 3+ reaction was 
noted at one week. 


MATERIALS AND METHODS 
Patch Testing 


Proprietary compounds including 0.5% 
idoxuridine ointment and 1% fluorouracil 
cream were tested directly. In addition, 
patients were tested with 5% idoxuridine 
in dimethylacetamide. Other pyrimidine 
compounds were dissolved in distilled wa- 
ter at concentrations equimolar with 0.1% 
idoxuridine (2.8 x 10-*M). Where solubility 
characteristics permitted, higher concen- 
trations of some substances were used. 

An equal quantity of each solution was 
applied to occlusive plastic patches that 
were placed on subjects’ backs. The 
patches were removed at 48 hours, and the 
sites evaluated 30 minutes later and again 
at 7 days. Severity of the reaction was 
graded on a scale of 0 to 4 as follows: 0, 
negative; 1+, erythema; 2+, erythema 
and papulation; 3+, erythema, papules, 
vesicles, and edema; 4+, erythema, 
marked  vesiculation, papulation, and 
edema beyond the patch test site. 


Chromatographic Analysis 


To detect possible degradation products, 
compounds were tested using ascending 
paper chromatography and an n-butanol 
and water (combined in a ratio of 86:14) 
solvent system.’ After 18 hours, bands 
were identified by ultraviolet absorption 
(2,536 Angstroms) over low sensitivity, 
high-contrast photographic paper. This 
technique provided sensitivity to quan- 
tities as low as 1.0ug. 


RESULTS 
Patch Testing 


All patients tested showed delayed 
cutaneous hypersensitivity to idoxuri- 
dine, 5-bromodeoxyuridine, 5-chlo- 
rouridine, and 5-chlorocytidine. The 
two patients tested were distinctly 
unresponsive to floxuridine, even at 
a molar concentration ten times 
greater than the 0.1% idoxuridine 
(Table 1). We observed no reactions to 
the nonhalogenated nucleic acid com- 
ponents deoxyuridine and thymidine. 

Patients reacted to halogenated py- 
rimidine bases in the same pattern as 





they reacted to the nucleosides (Table 
2). None reacted to fluorouracil, even 
at molar concentrations 135 times 
higher than the 5-iodouracil. None re- 
acted to the degradation products 
uracil, hydroxyuracil (isobarbituric 
acid), or dialuric acid. Neither of the 
two patients tested reacted te the 
nonhalogenated analogues 5-amino- 
uracil and 5-nitrouracil, nor to com- 
pounds halogenated in other than the 
carbon-5 position, such as 2-amino- 
4,6-dichloropyrimidine and 2-chloro- 
pyrimidine. 

One patient showed weak but defi- 
nite sensitivity to inorganic potas- 
sium iodide while the others were un- 
responsive. Two who were tested had 
negative reactions to 1% potassium 
bromide solution. There were no reac- 
tions to the dimethylacetamide ve- 
hicle alone. 

Neither of the two patients tested 
showed sensitivity to other pyrimi- 
dine-based medications including 3% 
adenine arabinoside, 1.25% cytara- 
bine, 5% azauridine, and 1% 5-7?luo- 
rocytosine. 

Patient 3 showed a 4+ reaction to 
his other ophthalmic medication, 
0.25% scopolamine hydrobromide. Pa- 
tient 4 showed a negative reaction to 
this medication, suggesting that sco- 
polamine hydrobromide allergy in pa- 
tient 3 was coincidental rather than 
due to cross sensitivity with the 
idoxuridine. 


Chromatographic Analysis 


Idoxuridine compounds, including 
the patients’ medications, the 
aqueous 0.176 compound, and the 59 
idoxuridine in dimethylacetamide, 
showed single, identical bands with 
no evidence of breakdown products. 


COMMENT 


Idoxuridine has been widely used in 
the treatment of ophthalmologic con- 
ditions for more than ten years, and, 
while irritant reactions not uncom- 
monly require cessation of therapy, 
patients can occasionally resume 
treatment if irritant breakdown 
products are eliminated by using 
fresh idoxuridine,^'' or by applying 
the drug less frequently, as suggested 
by R. P. Burns (cral communication, 
Nov 18, 1974). This is in contradistine- 
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tion to allergz reactions, in which the 
drug must invariably be stopped and 
another drug substituted. Of 3,000 pa- 
tients tested during premarketing in- 
vestigations ef the drug, there were 
only five reperts of sensitivity and 
none of these was proved to be other 
than a toxic reaction (R. C. Hoppe, 
written communication, Jan 30, 1974). 
Idoxuridine is known to gradually 
deteriorate at roem termperature, 
forming 5-iodouracil, which is more 
irritating to the eyes.'^ Our concern, 
finding the first patient allergic to the 
idoxuridine medication, was that he 
may have beea sensitized to a degra- 
dation produet such as iodouracil. 
Chromatography of the medication 
this patient kad used prior to and 
during develepment of idoxuridine 
sensitivity showed no evident io- 
douracil or other materials. None of 
the patients has shown reactivity to 
the known enzymatic degradation 
products isoba-bituric acid and dialu- 
ric acid. Each cf the-patients did react 
to 5-iodouracil. raising the slight pos- 
sibility that small amounts of this 
breakdown materia! had formed from 
idoxuridine and caused sensitivity af- 
ter the idoxuridine was applied to the 
skin. 

Testing of the patients with vari- 
ous pyrimidine analogues showed an 
interesting pactern of cross reactiv- 
ity. First, we learned that cross reac- 
tivity was unrelated to the presence 
of the pentos sugars (ribose and 
deoxyribose) o^ the nucleoside com- 
pounds. The substituted bases, iodo- 
uracil and bremouracil, caused reac- 
tions of equal severity to the corre- 
sponding nucleesides, idoxuridine and 
bromodeoxyuricine, as can be seen by 
comparing reactions in Table 1 and 2. 

It was also oFvious from our studies 
that the patien-s reacted only to com- 
pounds halogerated in the 5 position 
with iodine, bromine, and chlorine. All 
patients were strikingly insensitive 
to the structurally very similar 5- 
fluorinated compounds. The reason 
for this distinction can only be specu- 
lated on. One possible explanation 
may relate to steric configurational 
differenees. The fiuorinated com- 
pounds are smell and highly electro- 
negative with van der Waals radii 
significantly less than the radii of 


Arch Dermatol—wol 111, Dec 1975 















Compound W/V 








Thymidine 
NT, not tested. 





0.70% 



























Compound W/V 















NT, not tested. 


other halogenated analogues (Fig 1). 
It is possible that the fluorine is held 
so closely to the pyrimidine ring that 
the antigen-combining site is in- 
sufficiently distinct to be recognized. 

It appears, however, that antigenic 
cross reactivity is related to the elec- 
tronegativity conferred upon the py- 
rimidine ring by the presence of a 
halogen at carbon-5 (Fig 2). While 
thymidine (5-methyldeoxyuridine) 
has a van der Waals radius similar to 
the brominated and iodinated com- 
pounds, thymidine is electropositive 
and does not cross react. Likewise, 5- 
aminouracil and 5-nitrouracil pro- 
duced no reactions. 

Testing with 5-chlorocytidine dem- 
onstrated that sensitivity to this com- 
pound, with its amine group at the 4 
position (Fig 2), was comparable to 5- 
chlorouridine with its keto group at 
the 4 position (Table 1). 

In summarizing the structure-anti- 
genicity relationships in patients al- 
lergic to idoxuridine, it should be 
noted that (1) activity resides with 
the pyrimidine base and is indepen- 


Table 1.—Patch Test Reactions to Pyrimidine Nucleosides 


Concentration 
Molarity 


Idoxuridine 0.10% 2.8 X 107? 2+ 2+ 1+ 2+ 
Idoxuridine 5.00% 1.4 X 107! NT 3+ 3+ 2+ 
5-bromodeoxyuridine 0.09% 2.8 X 1073 44- 3+ 4+ 2+ 
5-chlorouridine 3.93% 1.4 X 107! NT NT 34 24- 
5-chlorocytidine 2.32% 8.4 X 1072 NT NT 4T 1+ 
Floxuridine 0.70% 2.8 X 10°? NT NT 0 0 
Deoxyuridine 0.06% 2.8 X 1073 


2.8 X 10? 


Concentration 
Molarity 


5-iodouracil 0.07% 2.8 X 10? 4+ 
5-bromouracil 0.11% 5.8 X 10? NT NT 4T ot 
Fluorouracil 5.00% 3.8 X 1071 0 0 0 0 
Uracil 0.03% 2.8 X 103 0 0 0 0 
Isobarbituric acid 0.04% 2.8 X 103 0 0 0 0 
Dialuric acid 0.04% 2.8 X 103 0 0 0 0 
5-aminouracil 0.10% 8.0 X 103 NT NT 0 0 
5-nitrouracil 0.07% 4.7 X 103 NT NT 0 0 
2-amino-4, 

6-dichloropyrimidine 0.23% 1.4 X 1072 NT NT 0 0 
2-chloropyrimidine 0.03% 2.8 X 103 NT 


Patient 

















dent of the presence of & pentose 
sugar; (2) antigenicity depends upon 
the presence of either iodine, chlorine, 
or bromine in the 5-carbon position; 
and (3) substitution of groups at the 
4-carbon position does not change the 
pattern of cross reactivity. 

We have been somewhat surprised 
to find four patients allergic to a drug 
of apparently low sensitizing poten- 
tial in less than one year. Several fac- 
tors may account for this. The pa- 
tients’ innate susceptibility to 
sensitization may play a role here. 
Three of our four patients were found 
to be highly sensitive to one or more 
chemically unrelated compounds in 
addition to the halogenated pyrimi- 
dines. An interesting, incidental find- 
ing was the sensitivity of patient 3 
to scopolamine hydrobromide. Again, 
whether this is a cross reaction with 
halogenated pyrimidines remains to 
be determined. The patient was not 
sensitive to potassium bromide nor 
was patient 4 sensitive to scopola- 
mine hydrobromide. We are unaware 
of any previous reports in the derma- 
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R van der Waals 


radii (Angstroms) 


1.20 Deoxyuridine 
1.35 Floxuridine 
1.80 Chlorodeoxyuridine 


1.95 Bromodeoxyuridine 
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2.15 Idoxuridine 
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Uracil 
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Chlorouracil 
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Fig 1.—Structural formulas of deoxyuridine (pyrimidine nucleoside) and uracil (pyrimi- 
dine base) along with van der Waals radii of various 5-substituted analogues. 
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Fig 2.—Structural formulas of idoxuridine and closely related nucleosides, thymidine, 


and 5-chlorocytidine. 


tologic literature of allergic contact 
dermatitis from scopolamine hydro- 
bromide, but occasional occurrence of 
scopolamine allergy has been noted 
by ophthalmologists." 

Another factor that must be consid- 
ered to account for the high incidence 
of idoxuridine sensitivity is the fact 
that we, along with many other de- 
partments, have been seeing an epi- 
demic of genital herpes simplex infec- 
tion.” This has naturally led to more 
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patients being treated with appli- 
cations of idoxuridine to the skin, a 
route considered to be much more 
productive of hypersensitivity than 
the ocular route. 

Finally, in two of the patients the 
compound has been applied as a solu- 
tion of 5% idoxuridine in dimeth- 
ylacetamide. Not only is this concen- 
tration 10 to 50 times higher than the 
usual ophthalmic preparations, but it 
is also suspended in a vehicle that is 





known to be an excellent skin pene- 
trant. This suggests that these more 
potent compounds must be used with 
caution, and patients warned of the 
possibility that they may develop al- 
lergies. All of these factors lead to the 
conclusion that we may well be seeing 
considerably more idoxuridine allergy 
in the near future. 


This investigation was supportec in part by 
Public Health Service training grant TI AM 5300 
from the National Institutes of Health and by 
US Army Research and Development Command 
Contract DADA 17-72-C-2027. 

Frances J. Storrs, MD, introduced us to pa- 
tients 2 and 4. Purified idoxuridime for patch 
testing was provided by Robert C. Hoppe, MD, 
of Smith, Kline & French Laborator-es, who wish 
to stress that the drug is not yet approved for 
dermatological use and that the safety and effi- 
cacy of such use has not been established. 


Nonproprietary Names and 
Trademarks of Drugs 


Cytarabine— Cytosar. 

Floxuridine- FUDR. 

Fluorouracil—Efudex, Fluoroplez. 

Idoxuridine—Dendrid, Emanil, Hervlez, 
Iducher, Iduviran, Stozxil. 
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Long-Term Intramuscular Administration 
of Triamcinolone Acetonide 


Effect on the Hypothalamic-Pituitary-Adrenal Axis 


CAPT Thomas E. Cason, MC, USN; CAPT Thomas A. Daane, MC, USN; Richard L. Weinstein, MD 


€ Five patients received intramuscular 
injections of triamcirplone acetonide for 
periods ranging from ‘ive months to three 
years. Metyrapone tartrate testing was 
used to assess the function of the hypo- 
thalamic-pituitary-adrenal (HPA) axis dur- 
ing, after, and, in ore case, before the 
drug therapy. The HPA axis function was 
found to-be suppressed during the period 
of treatment and up *o ten months after 
cessation of therapy. Lens opacities ap- 
peared in two of the five patients while 
they were receiving tramcinolone aceto- 
nide. Results of this study indicate that 
patients to whom triamcinolone acetonide 
has been administered should be given 
supportive doses of corticosteroids dur- 
ing stressful situatioms (eg, major sur- 
gery). They should also receive ophthal- 
mologic examinations every three to six 
months while they are *eceiving the medi- 
cation. 

(Arch Dermatol 111: 585-1587, 1975) 


he use of long-acting, parenter- 

ally administered corticosteroids 
in the management of chronic in- 
flammatery dermatoses is fairly com- 
mon; yet, little is known of their 
long-term effect on the function of 
the hypothalamic-pituitary-adrenal 
(HPA) axis. 
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Five patients with various derma- 
tologic disorders were treated with 
repeated intramuscular injections of 
triamcinolone acetonide for periods 
ranging from 5 to 36 months. Metyra- 
pone tartrate tests were performed 
on all five patients; the results of 
these tests form the basis of this 
report. 


METHODS 


Five patients received total doses of 
from 360 to 1,280 mg of triamcinolone 
acetonide in two- to eight-week periods 
during the course of 5 to 36 months 
(Table). The patients were admitted to the 
metabolic ward for metyrapone tartrate 
testing during, after, and, in one case, be- 
fore therapy with triamcinolone acetonide. 
Thirty milliliters of heparinized blood was 
drawn for each metyrapone tartrate test, 
and the plasma was stored at —20 C for 
later determination of cortisol level. Then, 
750 mg of metyrapone tartrate was given 
orally every four hours for six doses. Blood 
samples were obtained again, four hours 
after the last dose of metyrapone tartrate, 
for determination of cortisol (F) and 11- 
deoxycortisol (S) levels. Plasma F and S 
levels were measured by double-isotope de- 
rivative techniques.' 

In our laboratory, a normal response to 
the metyrapone tartrate test is defined as 
a fall in plasma F (50% or greater) after 
metyrapone tartrate is given, accompanied 
by a rise in plasma S level of 8ug/100 ml or 
more. Plasma S was not measured before 
metyrapone tartrate testing, since its nor- 
mal concentration is negligible (< 0.5ug/ 
100 ml). 

Results of the following laboratory stud- 
ies, obtained on all patients at some time 
during their period of observation, were 
within normal limits: urinalysis, white 
blood cell count, hematocrit reading, blood 
urea nitrogen, fasting blood sugar level, 
two-hour postprandial blood sugar level, 
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total and direct serum bilirubin, serum 
glutamic oxaloacetic transaminase, serum 
alkaline phosphatase, and thyroid func- 
tion. Chest roentgenogram films were nor- 
mal. Ophthalmologic examinations were 
conducted every three to six months dur- 
ing the treatment periods. 


REPORT OF CASES 


Case 1.—A 43-year-old man had had ery- 
thematous, scaling, psoriatic plaques for 
nine years, which progressively involved 
the scalp, face, torso, and extremities. Two 
years prior to inclusion in the present 
study, while the patient was hospitalized 
for removal of a herniated nucleus pul- 
posus, the dermatitis became generalized. 
The patient was treated intermittently 
with methotrexate, administered intra- 
muscularly. The dermatitis was fairly well 
controlled by this treatment, but the pa- 
tient developed nausea and malaise after 
each injection. 

Subsequently, a total dose of 760 mg of 
triamcinolone acetonide was administered 
intramuscularly over an eight-month pe- 
riod, with resultant 80% to 90% improve- 
ment. Because moon face, buffalo hump, 
and posterior subcapsular lens opacities 
were found on physical examination, the 
triamcinolone acetonide therapy was dis- 
continued. The lenses were extracted later 
for correction of loss of visual acuity. 

Metyrapone tartrate testing showed a 
normal response prior to the institution of 
triamcinolone acetonide therapy (Table). 
Notable suppression of the HPA axis was 
found five days after the first injection of 
60 mg of triamcinolone acetonide; severe 
suppression was found three months later, 
after the patient had received a total dose 
of 360 mg of triamcinolone acetonide. 

Over an eight-month period, the patient 
received a total dose of 760 mg of tri- 
amcinolone acetonide. Four months after 
the last dose had been administered, there 
was still a considerable suppression of the 
HPA axis. Seven months later, a gradual 
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* TCA-A indicates triamcinolone acetonide. 
+ MT indicates the oral administration of 750 mg of metyrapone tartrate, every four hours for six doses. 
t F indicates plasma cortisol level, expressed in micrograms/100 milliliters (normal, Sug to 259/100 ml). 
§ S indicates plasma 11-deoxycortisol level, expressed in micrograms/100 milliliters (normal, < 0.5,9/100 ml). 


return to normal function of the HPA axis 
began. 

Case 2.—For seven years, an otherwise 
healthy 52-year-old man had had a diffuse, 
erythematous, hyperkeratotic eruption, 
diagnosed as pustular psoriasis, on his 
palms and soles. There were periods of 
acute exacerbation, when the affected 
areas became studded with superficial, 


sterile pustules. Weeping,  fissuring, 
and thick scaling followed the pustular 
episodes. 


Only fair control of the condition had 
been obtained with the many treatments 
that had been prescribed in the past, in- 
cluding the topical application of steroids 
and tar preparations, grenz irradiation, 
oral and intramuscular administration of 
methotrexate, and oral administration of 
steroids. For three years, a good response 
was maintained with an intermittent dos- 
age schedule of triamcinolone acetonide 
(10 to 40 mg every two to five weeks). This 
medication was discontinued six weeks 
prior to the patient’s inclusion in this 
: study. He had received 460 mg of tri- 
amcinolone acetonide over the preceding 
12-month period. 

Metyrapone tartrate studies six weeks 
after the last injection of triamcinolone 
acetonide showed notable suppression of 
the HPA axis (Table). Over a five-month 
period, the HPA axis gradually returned to 
normal functioning. No other adverse ef- 
fects of long-term steroid therapy were 
encountered. 

Case 3.—An otherwise healthy 38-year- 
old man received 540 mg of triamcinolone 
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Case/ Duration, 
Age, yr/Sex Diagnosis mo 
1/43/M Psoriasis 8 
2/52/M Pustular 36 
psoriasis on 
palms and 
soles 
3/38/M Alopecia 15 
universalis 
4/37/M Psoriasis 5 
5/43/M Polymorphous 7 
light erup- 





Effect of Long-Term Triamcinolone Acetonide Therapy on the Hypothalamic-Pituitary-Adrenal Axis 


TCA-A* Therapy 
After MT 

Dose, Period, Total Time of TCA-A* Before MT: —— ——. 

mg wk Dose, mg Therapy Fi Fi SS 
10-60 2-4 760 Before first dose 13.8 5.2 14.2 
5 days after first dose 15.2 5.1 4.6 

3 mo after first dose 0.6 0.4 0.1 

4 mo after last dose 9.3 2.4 2.2 

7 mo after last dose 10.0 6.3 5.6 

10 mo after last dose 12.3 5.4 9.0 

11 mo after last dose 13.0 6.8 18.1 

10-40 2-5 1,280 6 wk after last dose 4.4 0.36 2.0 
3 mo after last dose 9.5 0.5 5.5 

4 mo after last dose 9.3 2.4 6.2 

5 mo after last dose 8.2 1.6 10.0 

40-60 3-8 540 1 mo after last dose 7.1 0.9 4.3 
6 mo after last dose 12.2 0.8 11.0 

20-60 2 560 5 mo after first dose 2.9 1.8 0.2 
2 mo after last dose 1.2 0.2 0.1 

20-60 2-7 360 7 mo after first dose 0.9 0.4 0.1 
2 mo after last dose 9.3 1.4 6.5 


acetonide, administered intramuscularly 
over a 15-month period, for a progressive, 
noninflammatory alopecia, involving the 
scalp, beard, torso, and extremities. The 
alopecia was only partially controlled, 
and therapy was discontinued. Metyrapone 
tartrate testing was performed during and 
after treatment with triamcinolone aceto- 
nide. Suppression of the HPA axis was 
found one month after cessation of ther- 
apy; normal function returned six months 
after treatment was discontinued (Table). 
No other adverse side-effects of steroid 
therapy were encountered. 

Case 4.—An otherwise healthy 37-year- 
old man had an 11-year history of erythe- 
matous, scaling, psoriatic plaques, which 
progressively involved the scalp, elbows, 
knees, and pretibial regions. Two years 
prior to the patient’s inclusion in this 
study, a total of 300 mg of triamcinolone 
acetonide was injected into the pretibial le- 
sions during a five-week period; there was 
complete clearing of those lesions. The 
dermatosis subsequently recurred, and the 
patient was treated with 560 mg of tri- 
amcinolone acetonide, administered intra- 
muscularly during a five-month period. Ap- 
proximately 90% of the lesions cleared. 
However, therapy was discontinued be- 
cause fine posterior subcapsular lens 
opacities were found on ophthalmologic ex- 
amination. 

Severe suppression of the HPA axis was 
found during treatment with triamcino- 
lone acetonide and two months following 
cessation of therapy (Table). The patient 
complained of “ease of bruising” during 











Results of Metyrapone Testing 


treatment. No other adverse effects of 
steroid therapy were encountered. 

CASE 5.—A 48-year-old man received 360 
mg of triamcinolone acetonide, adminis- 
tered intramuscularly over a seven-month 
period, for a recurrent, patchy, eczematous 
eruption on the face, neck, arms, forearms, 
and hands. This polymorphous light erup- 
tion and similar episodes of dermatitis 
during the summer months had beer. con- 
trolled in the past with intramuscular in- 
jections of triamcinolone acetonide. The 
patient had a history of asthma, which had 
been treated with orally administered 
steroids and expectorants and with hypo- 
sensitization. Two years before inclusion 
in this study, the patient had been treated 
for mild hypertension with hydrochlorothi- 
azide. 

Because the patient’s dermatitis tended 
to clear spontaneously during the winter 
months, triamcinolone acetonide therapy 
was discontinued. Metyrapone tartrate 
testing during treatment showed notable 
suppression of the HPA axis; partial recov- 
ery of HPA axis function was noted two 
months after cessation of therapy (Table). 
No other adverse side-effects of steroid 
therapy were encountered, and normal 
blood pressure readings were obtained 
during treatment. The symptoms of 
asthma improved while the patient was 
receiving triamcinolone acetonide. 


COMMENT 


Long-acting parenterally adminis- 
tered corticosteroids are used com- 
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monly for acute and chronic in- 
flammatory dermatoses?*; they are 
also used for arthritic^* and allergic 
disorders. Many dermatologic condi- 
tions respond to relatively high (30 
to 60 mg) initial doses of intramus- 
cularly administered triamcinolone 
acetonide; adequate control is main- 
tained by smaller (10 to 20 mg) doses 
every three to eight weeks. If divided 
to represent the average daily oral 
dose of triamcinolone, these relatively 
small (2 mg/day) imtramuscular doses 
of triamcinolone acetonide would not 
be expected to greatly affect the func- 
tion of the HPA axis.?* Indeed, 8 mg 
of triamcinolone given orally every 
morning has no long-term effect on 
the HPA axis (measuring the urine 
cortisol level)? and 5 mg of predniso- 
lone given orally every day has no ef- 
fect on plasma F levels." 
Metyrapone tartrate inhibits ste- 
roid 118-hydroxylase in the adrenal 
cortex, resulting in a lowered plasma 
F level. This lowered plasma F level 
stimulates the hypothalamus to re- 
lease corticotropin-releasing factor, 
which in turn stimulates the pituitary 
to release adrenocorticotropic hor- 
mone. Subjects with an intact HPA 
axis respond to this with a rise in 
plasma S concentration to 10yug/ 
100 ml or more. Thistest is one of the 
more reliable indicators of an intact 
HPA axis?" The present study, 
however, indieates, through simulta- 
neous determination of plasma F and 
S levels in response to metyrapone 
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tartrate, that there is notable and 
prolonged suppression of the HPA 
axis following repeated intramuscu- 
lar injections of triamcinolone aceto- 
nide. The subjects in this study failed 
to respond normally to metyrapone 
tartrate five to ten months following 
cessation of therapy. These findings 
are similar to those in patients re- 
ceiving long-term oral corticosteroid 
therapy for rheumatoid arthritis.’ 

Since metyrapone tartrate testing 
can be used to evaluate the ability of 
the HPA axis to respond to stress,"^'* 
these results indicate that persons re- 
ceiving long-term intramuscular ther- 
apy with triamcinolone acetonide 
should receive supportive doses of cor- 
ticosteroids in extremely stresszul sit- 
uations during the therapy and for 
periods of up to seven months follow- 
ing long-term administration of tri- 
amcinolone acetonide. An interesting 
observation in this study was that a 
normal plasma F level did not neces- 
sarily indicate a normal response of 
the HPA axis to the metyrapone tar- 
trate test (Table, case 1, five days af- 
ter first dose and seven months after 
last dose). 

Other, more obvious side-effects 
of long-term corticosteroid therapy, 
such as acneiform eruptions, &ggra- 
vation of hyperglycemia, aggravation 
of hypertension, peptic ulcer, mask- 
ing of infection, and osteoporosis, 
seem to be fewer with long-acting 
parenteral corticosteroid therapy. 
Atrophy and cold abscesses at injec- 
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tion sites, abnormal fat deposits, 
moon face, striae, purpura, capillary 
fragility, and hirsutism are recog- 
nized as rather minor problems with 
this form of therapy. 

Menstrual irregularities are ex- 
tremely common in women receiving 
intramuscular doses of triamcinolone 
acetonide. Preliminary studies in such 
patients indicate that this side-effect 
is the result of an alteration in the 
levels of both gonadotrophins and 
ovarian steroids. This observation 
will form the basis of a separate 
report. 

Lens opacities related to therapy 
with long-acting parenteral cortico- 
steroids have been reported’ in four 
of 31 patients (each of whom had re- 
ceived other forms of steroid therapy) 
and also were found in two of our five 
patients. It is advisable, therefore, 
that persons receiving repeated doses 
of long-acting parenterally admin- 
istered corticosteroids also should 
have periodic ophthalmologic exami- 
nations. 


This study was supported in part through 
funds provided by the Bureau of Medicine and 
Surgery, Department of the Navy. 
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cal Cream, Aristocort Topical Ointment, 
Aristoderm, Kenalog. 
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Pseudomelanoma 


Recurrent Melanocytic Nevus Following Partial Surgical Removal 
Richard Kornberg, MD, A. Bernard Ackerman, MD 


è Histological markers enable the cor- 
rect diagnosis of a pigmented lesion that 
histologically resembles a superficial 
spreading malignant melanoma and yet 
behaves in a wholly benign way. This 
pseudomelanoma occurs in young adults 
within a few weeks following partial surgi- 
cal-shave excision of an intradermal 
melanocytic nevus. 

(Arch Dermatol 111:1588-1590, 1975) 


he formulation of histological 

criteria predictive of a neo- 
plasm’s biological behavior is a prime 
function of the pathologist. This pa- 
per details histological markers for 
the correct diagnosis of a pigmented 
lesion that histologically resembles 
superficial spreading malignant 
melanoma and yet behaves in a 
wholly benign way. We shall show 
that a pseudomelanoma may result 
from the recurrence of a melanocytic 
nevus following partial surgical exci- 
sion. 


MATERIALS AND METHODS 


Biopsy specimens, in parte and in toto, 
were obtained from areas of repigmenta- 
tion that developed at the sites of intrader- 
mal melanocytic nevi that recently (less 
than six weeks previously) had been in- 
completely removed by surgical-shave ex- 
cision (Fig 1 and 2). The patients were 
seven women between 18 and 37 years of 
age and a boy of 16 years. The interval be- 
tween the first and second surgical proce- 
dures was two weeks to one year. The orig- 
inal nevus had been electrodesiccated 
following the shave excision in six of the 
eight patients. The specimens were pro- 
cessed in the conventional manner for his- 
tological study. 


FINDINGS 


Clinieally, the lesions we are calling 
pseudomelanomas were flat and vari- 
ously pigmented with slightly irregu- 
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lar borders (Fig 2). Most often they 
were stippled, but some were 
uniformly black. A sear from the an- 
tecedent surgery could sometimes be 
detected. The biopsy specimen from 
the original lesion was examined in 
five of the cases; each was an intra- 
dermal nevus with no melanocytic 
component at the dermoepidermal 
junction. 

We found pseudomelanomas to 
have the following microscopical fea- 
tures (Fig 3 through 6): 

1. Sharp circumscription of the 
melanocytic lesion within the epi- 
dermis with no tendency of individual 
melanocytes to spread laterally 
among keratinocytes peripheral to 
the lesion. 

2. Atypical melanocytes confined 
wholly to the epidermis. 

3. Increased numbers of mela- 
nocytes, solitarily and in nests, within 
and above the basal cell layer. 

4. Great variation in the size and 
shape of melanocytic nests. 

5. Confluent melanocytic nests, as 
well as discrete nests. 

6. A few atypical melanocytes with 
large hyperchromatic and pleomor- 
phic nuclei. 

7. Few, if any, melanocytes in mi- 
tosis or tending to necrosis. 

8. Fibrosis usually in the papillary 
and sometimes in the reticular der- 
mis. 

9. A sparse lymphohistiocytic infil- 
trate around the blood vessels of the 
superficial plexus. 

Nests of nevus cells were present 
within the dermis in seven of the 
eight specimens. 


COMMENT 


We are proposing the term pseudo- 
melanoma to designate the lesions 
described. The implication is that the 
lesion resembles superficial spreading 
malignant melanoma, but that it be- 
haves in a benign way. 

Surgical and thermal trauma to a 
nevus that results in the histological 
appearance of pseudomelanoma is 


analogous to podophyllin-treated eon- 
dyloma acuminatum that produces 
pseudo-squamous cell carcinoma and 
to arthropod bites that induce pseu- 
dolymphoma. Spitz was the firs: to 
describe a kind of pseudomelanoma 
when she identified benign juvenile 
melanoma (spindle and epithelioid 
cell nevus) by formulating histologi- 
cal criteria that distinguished it from 
childhood malignant melanoma.' Her 
irrefutable evidence of benign biolog- 
ical behavior confirmed the non- 
malignant nature of the neoplasm, 
despite its sometimes extreme mela- 
nocytic atypia. 

We first became aware of this prob- 
lem in the case of a 30-year-old 
woman with stippled pigmentation 
within a scar beneath her left breast. 
A “mole” at this site had been re- 
moved five weeks before by shave ex- 
cision followed by electrodesiccation. 
This mole had been present for many 
years and was removed for cosmetic 
reasons. Histological sections of the 
original biopsy specimen were un- 
available for study. Excised tissue 
from the scar containing the stippled 
pigmentation was interpreted by mi- 
croscopical examination as atypical 
melanocytic hyperplasia, probably 
that of a superficial spreading malig- 
nant melanoma in situ. Because of its 
unusual features, representative his- 
tological sections were sent, without 
accompanying history, to Wallace H. 
Clark, Jr, MD. He suggested that 
these melanocytic changes were prob- 
ably a recurrent nevus, previously 
electrodesiccated, rather than a ma- 
lignant melanoma. His interpretation 
proved to be true. In the ensuing ten 
months, we have seen seven similar 
cases, all with like histories. 

In order to compare and contrast 
what we call pseudomelanoma with 
authentic malignant melanoma, re- 
producible criteria for histologic diag- 
nosis of malignant melanoma are req- 
uisites. Few authors have proposed 
reproducible criteria for the accurate 
histological diagnosis of malignant 
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Fig 2.—Recurrence of lesion in Fig 1 three 
months after surgical-shave excision and 
electrodesiccation. Note similarities to su- 
perficial spreading malignant melanoma: 
variation of color, surface, and periphery. 
Scar surrounds this lesion. 





Fig 1.—Appearance of typical melano- 
cytic nevus, said to be of lifelong dura- 
tion. 





Fig 4.—Higher magnification of Fig 3 showing epidermal mela- 
nocytic nests varying in size and shape. Melanocytes are seen 
at all levels of epidermis. Lymphohistiocytic perivascular infil- 
trate and scar are present in this pseudomelanoma (hematoxylin- 
eosin, original magnification x 40). 

Fig 3.—Scanning magnification showing critical histological fea- (25 r " 

ture of pseudomelanoma, which is sharp circumscription of epi- 
dermal melanocytes from surrounding keratinocytes at periphery 
of lesion (nematoxylin-eosin, original magnification x 16). 


p: " d 
b dx y 
= ~ e " 
v AE «ng 4 - ee m "nei S 
i - DOSE "ro V. apa ss = a 7 X " 
* 4 ^. dae P - "v x w^ " MES 
° << 7 3 n a TT T Aa GE -g : < 
c 39s c =a Tuo t x Ia 
; Prts D - T Te >> wits D m cm è 2 
; AS. ~ = >. D» AKA Ta «2 
v r 7 > — ~ £ 
4 tm ey m. Lae X ` 

ae 7 S | 

- 
* 


Wu ~—s 


3 ES 
CoU PIC Se ee os a 9s 








Fig 5.—Me!anocytes, some atypical, are present at all levels of Fig 6.—Some melanocytic nuclei in 
epidermis. Scar replaces papillary dermis in this recurrent mela- pseudomelanoma are large and pleo- 
nocytic nevus (hematoxylin-eosin, original magnification x 40). morphic  (hematoxylin-eosin, original 


magnification x 320). 
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melanoma, and such criteria as are 
available are not formulated on the 
basis of proved cases of malignant 
melanoma. N. Price, MD, A. M. Ryw- 
lin, MD, and A. B. Ackerman, MD 
(unpublished data) reviewed the mi- 
croscopical features of 30 cases of 
cutaneous superficial spreading ma- 
liggant melanoma with proved me- 
tastasis. They concluded that a diag- 
nosis of malignant melanoma could 
not be made from any single histolog- 
ical finding. The critical morphologi- 
cal features in these proved cases 
of superficial spreading malignant 
melanoma were as follows: (1) poor 
circumscription of the intraepidermal 
melanocytic component of the lesion 
with individual melanocytes extend- 
ing laterally at the periphery; (2) in- 
creased numbers of melanocytes, soli- 
tarily and in nests, within and above 
the epidermal basal cell layer and 
within adnexal epithelium; (3) great 
variation in the size and shape of 
melanocytic nests; (4) confluent mela- 
nocytic nests, rather than discrete 
nests; and (5) relative absence of ma- 
turation of melanocytes as they de- 
scended into the dermis. 

Cytological features of superficial 
spreading malignant melanoma in 
this series were (1) atypical mela- 
nocytes with large hyperchromatic 
and pleomorphic nuclei and with 
prominent nucleoli; (2) melanocytes 
in mitosis; and (8) necrotic mela- 
nocytes. 

These criteria for the histological 
diagnosis of superficial spreading ma- 
lignant melanomas, based on cases 
proved by metastasis, formed the 
basis of our comparison of them with 
the pseudomelanoma that arises sec- 
ondarily to partial excision of a mela- 
nocytic nevus. 

Pseudomelanoma has the following 
histological features in common with 
superficial spreading malignant 
melanoma: (1) increased numbers of 
melanocytes, solitarily and in nests, 
within and above the basal cell layer; 
(2) great variation in the size and 
shape of melanocytic nests; (3) con- 
fluent melanocytic nests as well as 
discrete nests; and (4) some atypical 
melanocytes. 

The crucial histological features 
that distinguish pseudomelanoma 
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from superficial spreading malignant 
melanoma are (1) sharp circum- 
scription of the intraepidermal mela- 
nocytic component of the lesion, with 
no lateral spread of individual mela- 
nocytes at the periphery; (2) atypical 
melanocytes confined wholly to the 
epidermis; (3) few, if any, mela- 
nocytes in mitosis or tending to ne- 
crosis; and (4) fibrosis, usually but not 
invariably, present in the papillary 
and sometimes in the reticular der- 
mis. 

Fibrosis in pseudomelanoma results 
from the previous trauma of shave- 
excisional biopsy, sometimes com- 
pounded by electrodesiccation. The fi- 
brotic dermis is surmounted by an 
epidermis replete with melanocytes 
and melanin. The scattering of mela- 
nin throughout the epidermis, includ- 
ing the cornified layer, is responsible 
for the clinical appearance of pseudo- 
melanoma, which is characterized by 
variegated pigmentation, usually 
with jet-black foci, like that seen in 
malignant melanomas of the lentigo 
maligna and superficial spreading 
types. In contradistinction to pseudo- 
melanoma, the fibrosis that some- 
times occurs in the papillary dermis 
of superficial spreading malignant 
melanoma is associated with the rela- 
tive absence of melanocytes and 
melanin in the overlying epidermis. 
Clinically, this is manifest by a hypo- 
pigmented region, sometimes with a 
gray-blue cast, within the otherwise 
pigmented melanoma. The fibrosis in 
malignant melanoma usually signi- 
fies regression of what was once “in- 
vasive" malignant melanoma. An in- 
flammatory cell infiltrate can be seen 
both in pseudomelanoma and in ma- 
lignant melanoma. 

In pseudomelanoma, remnants of a 
melanocytic nevus can almost always 
be found in the dermis, in contrast to 
malignant melanoma, in which nests 
of intradermal nevus cells are recog- 
nizable in less than 25% of cases. 
Nonetheless, the finding of nests of 
nevus cells within the dermis does not 
distinguish pseudomelanoma from 
malignant melanoma, nor does the 
existence of a previously treated pig- 
mented lesion at the site indicate 
whether the initial lesion was a nevus 
or a malignant melanoma. Only accu- 


rate review of the original biopsy 
specimen can confirm with certainty 
the benign nature of the original neo- 
plasm, although that diagnosis can be 
suspected if the specimen of the re- 
current melanocytic nevus meets the 
previously mentioned histological cri- 
teria. Whether the source of the in- 
traepidermal melanocytes in pseudo- 
melanoma is melanocytes in the 
surrounding epidermis, epidermal ad- 
nexa, or dermis (nevus cells) is not 
known. 

The subject of recurrent melanocy- 
tic nevi following incomplete removal 
by surgery or electrodesiccation or 
both has been the concern of previous 
authors, such as Schoenfeld and Pin- 
kus? and Walton et al? However, 
Schoenfeld and Pinkus wrote: “In 
none of our cases was there any evi- 
dence of the criteria upon which the 
diagnosis of malignancy in a cellular 
nevus rests.” Walton et al concluded 
that “junctional activity, when pres- 
ent in rebiopsy specimens, was mor- 
phologically similar to that of the 
first biopsy and usually quantita- 
tively diminished.” By contrast, we 
observed changes in recurrent mela- 
nocytic nevi following partial surgical 
excision that closely simulate super- 
ficial spreading malignant melanoma, 
both clinically and histologically. De- 
spite these morphological similarities 
to superficial spreading malignant 
melanoma, pseudomelanoma is, in ac- 
tuality, a wholly benign recurrent 
melanocytic nevus. 

We now call attention to the strik- 
ing intraepidermal melanocytic 
changes that occur shortly following 
partial surgical excision (usually 
coupled with electrodesiccation) of an 
intradermal melanocytic nevus. These 
histological changes closely resemble 
those of the intraepidermal portion 
of superficial spreading malignant 
melanoma. To our knowledge, these 
microscopical changes have not been 
reported previously. 
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Graft Versus Host Reaction : 


An Ultrastructural Study 


G. D. De Dobbeleer, MD; M. H. Ledoux-Corbusier, MD; G. A. Achten, MD 


e Graft versus host reaction (GvH) fol- 
lowing leukocytic transfusions occurred 
in a 34-year-old man with a generalized 
lymphosarcoma. Histologic and ultrastruc- 
tural studies were performed, with special 
reference to dyskeratotic cells scattered 
in the epidermis. These cells are usual- 
ly considered to be a constant and im- 
portant feature of GvH reaction. Dense 
aggregation of tonofilaments, including 
cytoplasmic organelles and loss of des- 
mosomes, were seen in dyskeratotic 
cells. Several intracellular desmosomes 
with tonofilaments bound to their attach- 
ment plaque were observed. Some of 
these cells were able to reach the horny 
layer; some others were phagocytosed by 
neighboring keratinocytes. These cells 
could be the result of a toxic damage to 
the epidermis, provoked by the immuno- 
logic phenomenon implicated in GvH re- 
action. 

Later in the clinical course, bullae for- 
mations occurred, showing some features 
of toxic epidermal necrolysis (TEN), as 
well as features of GvH reaction. 

(Arch Dermatol 111:1597-1602, 1975) 


(I versus host (GvH) reaction 
in man frequently follows the 
administration of foreign immuno- 
competent cells to an immunoincom- 
petent recipient. The sources of immu- 
nocompetent cells are bone marrow, 
leukocytes, and fetal liver cell sus- 
pension. Immunodeficient patients are 
either infants with thymic alympho- 
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plasia or Swiss type agammaglobulin- 
emia,'? or adults with acute leukemia 
or hematosarcoma after irradiation 
or immunosuppressive chemother- 
apy.’ 

The syndrome is believed to be due 
to an immune reaction of the grafted 
cells against the host. Typical lesions 
of GvH reaction are found in the gas- 
trointestinal tract, liver, and skin. 
The digestive manifestations consist 
of diarrhea, vomiting, and hepatic 
dysfunction; the usual dermatologic 
feature is a morbilliform rash involv- 
ing the head, neck, and trunk, leading 
to a generalized exfoliative derma- 
titis. Some cases are reported with a 
blister formation,*® but toxic epider- 
mal necrolysis (TEN) could follow 
GvH reaction.** 

Cutaneous histologic studies in 
GvH reaction show a vacuolar degen- 
eration of individual keratinocytes in 
the basal layer of the epidermis, a 
sparse histiolymphocytic infiltrate in 
the upper dermis with some epider- 
mal exocytosis, and a premature indi- 
vidual cell keratinization with single 
dyskeratotic cells. The term "satellite 
cell dyskeratosis" is used when these 
cells are accompanied by lympho- 
cytes.’ Stratum corneum shows hy- 
perkeratosis with occasional hyper- 
keratotic plugs.° 

The purpose of this study is to in- 
vestigate the ultrastructure of the 
epidermis of a patient who developed 
a GvH reaction following leukocytic 
transfusions. To our knowledge, this 
is the first ultrastructural description 
in man. Woodruff et al described ul- 
trastructure of experimental GvH re- 
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action in the rhesus monkey.* We dis- 
cuss the possibility of a TEN-like reac- 
tion following a GvH reaction. 


REPORT OF A CASE 


A 34-year-old man, was first seen in 1970 
because of lymphosarcoma, the primary 
site of which was a subclavicular lymph 
node located on the right side. Mediastinal 
and pleural lymph nodes were invaded; a 
blastic invasion of the medulla and of the 
blood was observed in June 197 1, and was 
treated successfully with asparaginase. At 
the end of September, blast cells reap- 
peared in the peripheral blood, and the pa- 
tient was treated with asparaginase again, 
but this time without success. Daunorubi- 
cin was then used, but blast cells persisted. 
The patient was admitted to the hospital in 
October 1971 for a severe hematologic tox- 
icity, with leukopenia and thrombocyto- 
penia, which were stopped with blood and 
platelet transfusions. Blast cells persisted 
in peripheral blood, and daunorubicin and 
methotrexate were given without success- 
ful results. Repeated infections occurred, 
refractory to antibiotherapy. Several leu- 
kocytic transfusions were then performed. 
The clinical picture improved quickly, but 
vomiting, diarrhea, and cutaneous lesions 
appeared five days after the transfusions. 
These cutaneous lesions consisted of a 
morbilliform rash involving the head, neck, 
and trunk, leading to a dry desquamation. 
Three days later, flaccid bullae appeared 


(left shoulder and left arm), and a 
Nikolsky sign was present. The clinical sit- 
uation became worse, and the patient died 
two weeks later. 


METHOD 


A postmortem examination was per- 
formed; it confirmed the diagnosis of 
lymphosarcoma in acute leukemic trans- 
formation. Pericardial, mediastinal, and 
axillary lymph nodes were invaded. The 
esophagus showed an infiltration of its epi- 
thelium by lymphoid cells; in the liver, 
periportal areas were discretely infiltrated 
by histiocytes, and the lungs showed a bi- 
lateral bronchopneumonia. 

Specimens for light microscopy were 
taken from erythematous and bullous 
areas. They were fixed in Bouin solution. 
Sections that were 6u in thickness were 
stained with hematoxylin-eosin. 

Specimens for electron microscopic stud- 
ies, taken from erythematous areas, were 
cut into small blocks and fixed for six hours 
in a 4% glutaraldehyde solution in a buffer 
at pH 7.4. They were rinsed in the same 
buffer, followed by fixation in a 1% osmium 
tetroxide solution for one hour. After step- 
wise dehydration in increasing concentra- 
tions of alcohol, the specimens were 
treated with propylene oxide and em- 
bedded in epoxy resin. Semi-thin sections 
(approximately 750 nm thick) were pre- 
pared for light microscopy and stained 
with toluidine blue. Ultrathin sections 


Fig 1.—Three single dyskeratotic cells (arrows) and mild basal cell vacuolization. Upper 
dermis (D) is edematous with sparse lymphocytic infiltrate (original magnification 
x 400). 
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were cut with a microtome, stained with 
5% uranyl acetate for 15 minutes, followed 
by lead citrate for ten minutes, and exam- 
ined with an electron microscope at 60 kv. 


RESULTS 
Light Microscopy 


Erythematous Area.—The epidermis 
was hyperkeratotic, with areas of 
parakeratosis; hyperkeratotic plugs 
were present. Some keratinocytes of 
the upper part of the Malpighian 
layer showed vacuolization with 
pyknotic nuclei, but this vacuolar de- 
generation could have been due to 
postmortem autolysis. Basal cells 
showed mild vacuolar degeneration 
(Fig 1). Sparse dyskeratotic cells were 
scattered in the epidermis; they were 





Fig 2.—Two dense eosinophilic bodies 
(DB) in horny layer (long arrows). Single 
dyskeratotic cell is noted in prickle layer 


(short arrow) (original 
x 400). 


magnification 


Fig 3.—Bulla formation with small areas of 
dermoepidermal separation (shor- ar- 
rows). Two isolated dyskeratotic cells 
are noted (long arrows). Upper dermis 
(D) is edematous (original magnification 
x 400). 


Graft Versus Host Reaction—De Dobbelesr et al 


^om 


Hy > 





NN r 
“eg 4 
3 * E 


z Pa 
4, 
V 
. n 
, s 
* " 






^ ". ' - , oy y, 4 g^ 2 ~ 

$o ; nC al 2 tác « SER. 
Fig 4.—.ymphooyte (L) in vicinity of altered epidermal cell (EC), first stage leading to dyskeratotic body (original magnification 
cytoplasm of which has undergone compaction and shows coar- x 13,800). 


sened tonofilaments and vacuoles (V). This cell could represent 


Fig 5.—Single dyskeratotic cell in lower prickle layer. Whole mosomes have disappeared and cell is acantholytic. IS, Inter- 
cytoplasm has undergone compaction and contains numerous cellular space. K, Adjacent keratinocyte (original magnification 
aggregated tonofilaments. Degenerated mitochondria (m) and x 20,200). 
melanosomes (M) are engulfed in aggregated tonofilaments. Des- 
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Fig 6.—Three intracellular desmosomes 
(arrows) at margin of aggregated tonofila- 
ments (TF). Note that tonofilaments are 
still bound to attachment plaques of des- 
mosomes. CM, Cell membrane (original 
magnification x 49,200). 


usually single (Fig 1) but occasionally 
formed clumps made up of two or 
three cells. These cells could be ob- 
served at any level of the epidermis 
(Fig 1 and 2). In the horny laver, 
they formed round, dense eosinophilic 
bodies of various sizes (Fig 2). A dis- 
crete lymphocytic exocytosis was ob- 
served. Hair follicles showed changes 
similar to those observed in the epi- 
dermis. In the upper dermis, a sparse 
lymphocytic infiltrate was noted 
around dilated vessels (Fig 1). 
Bullous Area.—The epidermis of this 
area also showed hyperkeratosis and 
parakeratosis. The individual necrosis 
of the keratinocytes in the upper Mal- 
pighian layer could have been due to 
postmortem autolysis. The vacuolar 
degeneration of the basal layer led to 
small areas of dermal-epidermal sep- 
aration (Fig 3); there was no eosin- 
ophilie coagulation necrosis. Sparse 
single dyskeratotic cells were scat- 
tered in the epidermis (Fig 3). The 
upper dermis was very edematous, 
and an histiolymphocytic infiltrate 
was present around dilated vessels. 


Electron Microscopy 


Most basal cells were normal. A 
few of them were seen in the vicinity 
of an elongated lymphocyte (Fig 4); 
their cytoplasm was partly retracted 
and contained coarsened tonofila- 
ments, vacuoles, and melanosomes. 

Ultrastructure of dyskeratotic cells 
in lower prickle layers showed a com- 
paction of the whole cytoplasm, with 
numerous aggregated tonofilaments 
(Fig 5). Degenerated mitochondria, 
vacuoles, and melanosomes were ob- 
served engulfed in the aggregated 
tonofilaments. The nucleus was 
nearly intact. The cell was acantho- 


Fig 7.—Dense body (DB) in horny layer 
(HL); it consists of electron-dense fila- 
ments and vacuoles. Body limits are 
: : JA gs ~ ME ele T oor sinuous (arrows). N, Nuclear remnants 
` vi SRR SESS OS ap eode oo (original magnification x 13,800). 
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lytic and lacked desmosomes; how- 
ever, intracellular desmosomes that 
kept tonofilaments attached to their 
attachment plaque were detected 
amidst the clumps of aggregated 
tonofilamen:s (Fig 6). 

In the horay layer, the dense eosin- 
ophilic bodies were made up of dense 
filaments (Fig 7 and 8) and vacuoles 
that surrounded nuclear remnants. 
All other eel organelles disappeared; 
the body was clearly separated from 
adjacent homy layers by convoluted 
borders (Fig 8). 

Occasional y (Fig 9), keratinocytes 
of the middle prickle layer contained 
one or two clumps of loosely ag- 
gregated torofilaments that had en- 
gulfed degewerated mitochondria, ri- 
bosomes, ard  melanosomes; each 
clump was surrounded by a single 
membrane. The cytoplasm in the vi- 
cinity of the clump was quite normal 
(Fig 9). 


Fig 8.—Dense body (DB) showing vacuoles, bundles 
of tonofilamerts, and sinuous body limits. Each 
bundle af tonoslaments has density nearly similar to 
that of neighbcring horny layers (HL) (original mag- 


nification x 25500). 
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COMMENT 


Our observation offers some sim- 
ilarities with the case report pre- 
sented recently by Peck et al; in 
which a patient with a GvH reaction 
subsequently developed a TEN-like 
reaction, and the author suggested 
that GvH should be added to the list 
of conditions associated with TEN. 
These authors also call attention to 
the difficulty in properly diagnosing 
the GvH reaction and TEN.’ Patients 
who are susceptible to development of 
a GvH reaction receive several treat- 
ments including antimitotics and an- 
tibiotics, which are known to produce 
TEN in the adult, and the diagnosis 
of GvH reaction should be made after 
correlation of the patient’s history, 
histopathologic features, and treat- 
ments. 

In our patient, the diagnosis of 
GvH reaction was based on: 
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l. Clinieal history—onset of a mor- 
billiform rash five days after leuko- 
cytic transfusions, similar to one of 
the cases reported by Mathe et al. 

2. Presence of digestive dysfunc- 
tion. 

3. Histologic findings of the post- 
mortem examination—invasion of the 
esophageal epithelium by lymphoid 
cells, discrete lymphoid cellular infil- 
trations of periportal areas (all of 
which are features found in the GvH 
reaction by Kruger et al’). 

4. Cutaneous histology, which in- 
cludes single dyskeratotic cells, dis- 
crete vacuolization of the basal cells, 
hyperkeratosis, hyperkeratotic plugs 
in the epidermis, and a mild lympho- 
cytic infiltrate in the upper dermis. 
Hair follicles show vacuolar degener- 
ation and single dyskeratotic cells in 
the outer root sheath. 

All of these findings are considered 
to be demonstrative of GvH.° The iso- 


Fig 9.—Keratinocyte of middle prickle layer containing clump (CL) of loosely 
aggregated tonofilaments that have enmeshed degenerated organelles and 
melanosomes (M). Clump is well delineated by single membrane (arrows); it 
could be result of heterophagy of dyskeratotic cell by keratinocyte. C, Cyto- 
plasm. N, Nucleus (original magnification x 39,300). 
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lated, necrotic cells observed in the 
upper epidermis are most probably 
due to postmortem autolysis. 

In bullous areas, some factors are 
in common with TEN. Sheets of des- 
quamating skin with a positive 
Nikolsky sign are features of TEN, as 
well as dermal epidermal separation 
with basal cell degeneration. But in 
TEN, the necrosis usually involves the 
entire epidermis and takes the typical 
form of “eosinophilic coagulation ne- 
crosis” with pyknotic nuclei. This did 
not occur in our patient, and there is 
no figure of coagulation necrosis in 
the work of Peck et al.* So, if there is 
some analogy with the case of Peck et 
al, we do not believe that the bullous 
stage of our observation is really con- 
sistent with the diagnosis of TEN; it 
could represent a bullous stage of 
GvH reaction. 

Another point of interest is the 
presence of single dyskeratotic cells, 
which are considered to be a constant 
feature of cutaneous histologic fea- 
tures in GvH reaction. These cells 
have been interpreted by Woodruff et 
al* in experimentally induced GvH re- 
action in the rhesus monkey as the re- 
sult of an in vivo immunologic phe- 
nomenon, and the name "satellite cell 
dyskeratosis” has been selected to 
emphasize the association of lympho- 
cytes and dyskeratotic bodies. Dys- 
keratotic cells, acantholysis, and au- 
tophagogenic necrosis represent for 
these authors the result of damage 
to host epithelial cells by invading 
lymphocytes. 

In our observations, only a few 
lymphocytes were seen invading the 
epidermis; they were generally ob- 
served in the basal layer, in the vicin- 
ity of keratinocytes, the cytoplasm 
of which showed coarsened tonofila- 
ments, vacuoles, melanosomes, and 
altered mitochondria, and that could 
be interpreted as predyskeratotie 
cells. We never found the intimate 
connection between lymphocytes and 
dyskeratotic bodies as did Woodruff 
et alè in experimental GvH. These 
dyskeratotic bodies are most probably 
the result of a toxic damage to the 
epidermis that was caused by the im- 
munologie phenomenon implicated in 
GvH reaction. These findings are con- 
nected with the works of Merritt et 
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al,” who found an IgM antibody that 
is cytotoxic for epithelial cells in 
the serum of human patients with 
GvH reaction. 

Regarding dyskeratotic bodies 
themselves, we noted two different 
kinds of evolution. In the first one, 
dyskeratotic cells seem able to keep 
some potentiality of keratinization, 
and may be followed from the basal 
to the horny layer; in the second one, 
they seem to be phagocytosed by ad- 
jacent keratinocytes. 

The early change that leads to a 
dyskeratotic body is an aggregation 
of tonofilaments of keratinocytes 
from the suprabasal spinous layers. 
Degenerated mitochondria, vacuoles, 
and melanosomes are engulfed in 
these clumps. Nearly all desmosomes 
have disappeared from the periphery 
of the cell and acantholysis ensues, 
but intracellular desmosomes are 
found amidst clumps of aggregated 
tonofilaments. In benign dyskeratosis 
of Darier disease": and Hailey- 
Hailey disease, the congenital defi- 
ciency of the tonofilament-desmo- 
some complex leads to the separation 
and retraction of the tonofilaments 
from the desmosomes and acantholy- 
sis follows. On the contrary, in our ob- 
servation the desmosomes remained 
attached to aggregated  tonofila- 
ments and were found among the 
clumps. Sato and Seiji showed sim- 
ilar figures of intracellular desmo- 
somes in malignant dyskeratosis of 
leukoplakia. 

Although it lacks keratohyalin 
granules, the dyskeratotic cell seems 
to keep its potentiality to keratinize 
to some extent. The clumps of tono- 
filaments increase in size and in num- 
ber toward the upper layers of the 
epidermis, and dense bodies made up 
of very dense filaments appear in the 
horny layers. Except for a few mel- 
anosomes, all organelles have dis- 
appeared, as in normal horny cells. 
The dyskeratotic cell seems to be able 
to catabolize melanin granules; if 
melanosomes are abundant in the 
lower spinous layer, they are sparse 
in the dense bodies observed in the 
horny layer. 

The dyskeratotic cell may evolve in 
another way. Some keratinocytes of 
the middle spinous layer contain in- 
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tracellular clumps of loosely aggre- 
gated tonofilaments. These clumps 
are surrounded by a single membrane 
and could be interpreted as evidence 
of heterophagy of dyskeratotic bodies 
by neighboring keratinocytes. The 
phagocytic properties of mammalian 
epidermis are well known; they have 
been well demonstrated recently by 
Wolff and Konrad.” 


This investigation was supported by grant 
20.126 from the Fonds de la Recherche Médicale 
Scientifique. 
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The departments of medicine and patholozy of 
the Bordet Institute provided assistance and 
J.M. Gourdain and F. Van Hoof provided techni- 
cal assistance. 
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Ineontinentia Pigmenti and 
Defective Neutrophil Chemotaxis 


Mark V. Dahl, MD; George Matula, MD; Richard Leonards, MD; Denny L. Tuffanelli, MD 


e A child with inzontinentia pigmenti 
and chronic erythena multiforme had re- 
current bacterial infections. Greatly ele- 
vated serum igE was found. In addition, 
the patient’s neutrophils showed essen- 
tially no chemotaxis toward Staphylococ- 
cus aureus, Escherichia coli, or Pseudo- 
monas aeruginosa in either patient or 
contro! serum. Neusrophil phagocytosis 
and kil!ing function were normal. 

(Arch Dermatol 111:1603-1605, 1975) 


neontinentia pigmenti is a pig- 
mentary genocermatosis present 
at birth or eecurriag in the neonatal 
period and characterized by cutane- 
ous vesicles and bullae. Subsequently, 
verrucous lesions replace bullae as the 
dominant cutanecus manifestation. 
These later resolve, leaving a charac- 
teristic, swirled, mzrbleized, brown or 
gray hyperpigmentation. 

Recently, we have had the opportu- 
nity te study a pazient with inconti- 
nentia pigmenti, repeated bacterial 
infections, and erythema multiforme. 
Defective neutrophil chemotaxis and 
greatly elevated serum IgE were 
found. 


REPORT CF A CASE 


We have observed a 7-year-old girl since 
she was 5 years old. She was the product of 
a normal pregnancy and delivery. Shortly 
after delivery, she developed seizures. 
When she was 8 days old, recurrent cuta- 
neous bullae appeared. These were fol- 
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lowed within six months by verrucous 
papules and bizarre hyperpigmentation. 
Verrucous lesions have remained since 
that time. 

Many bacterial infections have occurred 
during childhood. These included multiple 
hordeolums and furuncles, three episodes 
of purulent bronchitis, several episodes of 
conjunctivitis, otitis media, nonspecific up- 
per-respiratory tract infections, and pneu- 
monia. Staphylococcus aureus was often 
eultured from the involved areas. 

When she was 6 years old, she developed 
painful nodular lesions on the lower ex- 
tremities, consistent with erythema nodo- 
sum. These lesions resolved after several 
months. Subsequently, she developed er- 
ythema multiforme, which appeared to be 
exacerbated by bacterial infection. At- 
tempts to induce resistance to staphylococ- 
cal infection by injection of Staphylococcus 
toxoid were followed on two occasions by 
severe erythema multiforme exudativum 
(Stevens-Johnson syndrome) The er- 
ythema multiforme lesions seemed to occur 
predominantly over areas of increased pig- 
mentation. Since 1974, the lesions of er- 
ythema multiforme have been present al- 
most continuously. 

The patient's 27-year-old mother had in- 
continentia pigmenti with recurrent bul- 
lous and verrucous lesions until she was 16 
years old. A reticulated pigmentation has 
persisted on the anterior aspect of the left 
hip and thigh, which is characteristic of in- 
continentia pigmenti. The mother also had 
recurrent arthralgias and chronie urti- 
caria. 

The child is normally developed, but with 
gray-to-brown, retieulated, swirled, and 
linear hyperpigmentation over the trunk 
and extremities (Fig 1). Verrucous, some- 
what reticulated papules on an erythe- 
matous base were present in several areas, 
particularly on the right thigh (Fig 2). An- 
nular, erythematous, evanescent lesions, 
which readily blanched when pressure was 
applied, were present on the trunk and ex- 
tremities. These lesions may have had an 
anatomic relationship to the pigmented le- 
sions. Several teeth were absent, and two 
were cone-shaped. 


Laboratory studies diselosed the follow- 
ing values: hematocrit reading, 37%; white 
blood cell count, 15,000/cu mm, with 72% 
neutrophils, 19% lymphocytes, and 7% eo- 
sinophils. Results of urinalysis and analy- 
sis of stool for ova and parasites were nor- 
mal. 

Hematoxylin-eosin-stained sections of 
skin from verrucous lesioas shewed hyper- 
keratosis, parakeratosis, and papilloma- 
tosis, with great disorganization of the 
Malpighian layer and individual cell ker- 
atinization. Basal cells were often degen- 
erated, and numerous lrmphecytes were 
present in the subjacent dermis. A biop- 
sy specimen from a hyperpigmented area 
showed pigment in the basal cell layers 
and in dermal macrophage-like cells. Elec- 
tron microscopical examination of a pig- 
mented lesion showed melanin in dermal 
cells. These dermal cells possessed neither 
the rough endoplasmic reticulum nor the 
distribution and number of mitochondria 
usually seen in dermal macrophages. Im- 
munofluorescence stains demonstrated 
IgG and IgM in the upper stratum cor- 
neum and massive deposition of fibrinogen 
beneath the dermoepidermal junction. 


IMMUNOLOGIC STUDIES 


Serum IgE was elevated at 10,500 
international units (IU) (normal, 300 
to 700 IU). The IgG level was 1,980 
mg/100 ml (normal, 800 to 1,800 
mg/100 ml); IgM was 222 mg/100 ml 
(normal, 70 to 280 mg/10® ml); and 
IgA was 350 mg/100 ml (normal, 90 to 
450 mg/100 ml). Antinudear anti- 
bodies were not present. 

Complement studies disclosed the 
following values: C3, 125 mg/100 ml 
(normal, 100 to 190 mg/100 ml); C4, 41 
mg/100 ml (normal, 14 to 54 mg/ 100 
ml); C4 hemolytic assay using C4- 
deficient guinea pig serum, 567,000 
units (normal, 242,000 to 1,000,000 
units); and C3 prcactivator, 182 
mg/100 ml (normal 107 to 297 
mg/100 ml). Results ef similar com- 
plement studies on the mether were 
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also normal. 

T and B lymphocyte distributions 
were normal as determined by immu- 
nofluorescence studies using fluores- 
cein-conjugated antihuman IgG, IgM, 
and IgA and fluorescein-conjugated 
rabbit antihuman T-cell serum that 
had previously absorbed B cells. 
Aggregate B cells were 18% (32/182), 
and total T cells were 80% (168/210) 
by these immunofluorescence tests. 
However, active T rosettes consti- 
tuted only 9% (N> 15%) of lympho- 
cytes.' This particular finding was in- 
terpreted as being possibly related to 
elevated serum IgE.? 

Lymphocyte transformation to 
Staphylococcus toxoid (dialyzed) was 
normal at four concentrations of tox- 
oid, with a maximum experiment-to- 
control ratio of 2.2, using 0.001 ml of 
toxoid. Lymphocytes responded with 
normal blastogenesis to incubation 
with phytohemagglutinin.: 

Skin tests applied by intradermal 
injection in the forearm were read at 
48 hours as follows: Staphylococcus 
toxoid (1/10 dilution), 2-- (before im- 
munization);  streptokinase-strepto- 
dornase, 4+; Candida, 4+; mumps 
sensitivity test, 4+; trichophytin, 0; 
intermediate purified protein deriva- 
tive, 0; and coccidioidin, 0. 

Neutrophil morphological features, 
phagocytic function, and intracellular 
killing were normal; 88.3% of S 
aureus, strain 502A, was killed within 
60 minutes (control 93.7%).* Quantita- 
tive nitroblue tetrazolium reduction 
(NBT),° intracellular killing of C albi- 
cans," and increased oxygen consump- 
tion with phagocytosis were normal. 

Neutrophil chemotaxis was dis- 
tinetly abnormal (Table), as deter- 
mined with 3u permeable membrane 
(Millipore) filters and plastic cham- 
bers, as described by DeMeo and An- 
dersen.* Neutrophils were harvested 
by dextran sedimentation of heparin- 
ized blood. One aliquot was used 
direetly; another aliquot was washed 
in Hanks balanced salt solution and 
resuspended in 10% antigenic serum; 
and a third aliquot was washed and 
resuspended in 10% control serum (or 
control cells in 10% patient serum). 
Final neutrophil concentrations were 
maintained between 7,000 and 9,000 
per cubic millimeter. The attractant 
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Fig 1.—Right thorax and axilla, demon- 
Strating pigmentary changes of inconti- 
nentia pigmenti. 


Attractant* 
Patient's serum plus 


staphylococcal filtrate 
5/7/74 


11/15/74 


Control serum plus 
staphylococcal filtrate 
5/7/74 


5/30/74 
11/15/74 








* Saline solution yielded 0 to 2 polymorphonuclear leukocytes per high-power field. 
t PMN indicates polymorphonuclear leukocyte. 


t HPF indicates mean number of six high- 


counted. 


was a cell-free filtrate from an over- 
night broth culture of S aureus, 
strain 502A, to which fresh control or 
patient serum was added. Saline solu- 
tion alone in the attractant chamber 
measured spontaneous migration. Af- 
ter loading in duplicate or triplicate, 
the chambers were incubated at 37 C 
for two hours. Then the filters were 
removed, stained, cleared, and counted 
for neutrophils that had migrated 
through the filter and were adherin g to 
the attractant chamber surface. Only 
rarely were neutrophils found free in 
the attractant solution. 

The number of the patient's neu- 
trophils that migrated through the 
filter ranged from 1% to 7% (mean, 
1.6%) of the number of control neutro- 
phils that migrated through the filter 
under identical conditions—a greatly 


power fields per filter. At least two filters were 


reduced response. Results with 
washed cells and the various attract- 
ants paralleled the response repre- 
sented in the Table. On one occasion 
only, the patient's washed cells, resus- 
pended in control serum, showed 60% 
as much neutrophil-migration as in 
the control serum, while cells un- 
washed or in her own serum remained 
unresponsive. At that time (Nov 15, 
1974), the patient was receiving di- 
cloxacillin sodium monohydrate and 
prednisone to suppress her disease. 
The patient’s serum did not appear to 
inhibit control chemotaxis. Results of 
similar studies on the serum of the 
patient’s mother were normal. 


COMMENT 


This patient had incontinentia pig- 
menti, recurrent bacterial infections, 
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and chronic erythema multiforme. 
Immunologic studies demonstrated a 
greatly elevated serum IgE and a 
pronounced defect in neutrophil 
chemotaxis. 

The meontmentie pigmenti of both 
mother and patient was somewhat 
atypica! in that verzucous lesions per- 
sisted beyond early childhood. The 
mother repor-ed verrucous lesions un- 
til she vas 16 ears eld, and numerous 
verrucous lesswns were present in the 
patient. ages 7. Likewise, hyper- 
pigmentation was still conspicuous in 
the mother, sged Z7, although com- 
plete disappesrance of hyperpigmen- 
tation by the zge of ?0 is more usual. 

The mothe- of this patient had 
chronic urticaria of unknown cause 
for many years. She-was otherwise in 
good health amd hae not had unusu- 
ally frequent sacterzl infections. Re- 
sults of mmumologic and chemotactic 
studies sf the mother were normal. 

The patient had recurrent bacterial 
infections, usually caused by S 
aureus. These infections were often 
accompanied c close:y followed by an 
exacerbation of erythema multi- 
forme. an urmsual ^eature was the 
appearance of the erythema multi- 
forme lesions predominantly over 
areas of incon-inentia pigmenti, sug- 
gesting some pathogenic  inter- 
relationsnip betweer these two dis- 
orders. It mag be that the bullous 
phase of inconzinent:a pigmenti is in 
some instances a form of erythema 
multiforme. Tais might also explain 
the blood ar tissue eosinophilia 
often observe? durmg the bullous 
phase. 

Attempts to increase the patient's 
resistance to Stzphyloeoccus by immu- 
nization with staphylecoccaled toxoid 
resulted in severe exacerbations of 
erythema muléforme on two occa- 
sions. Although lymphoblast trans- 
formation and skin tests to toxoid 
were normal, hypersensitivity to 
staphylocoeci @ metabolic staphylo- 
cocci products were presumed to be at 
least an exacersating-cause of the er- 
ythema multiferme. Serum IgE was 
approximately 20 times the normal 
concentration. 
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In view of the recurrent bacterial 
infections, neutrophil bacterial de- 
fenses were studied in detail. Mor- 
phologie features, phagocytosis, and 
intracellular killing of bacteria and 
fungi, verdoperoxidase content, quan- 
titative NBT reduction, and increased 
oxygen consumption with phagocyto- 
sis were entirely normal. However, 
this child’s neutrophils failed to mi- 
grate through a porous membrane in 
response to chemotactic factors in 
vitro. This defect would be expected 
to reduce host defense and allow re- 
current infection. 

Normally, ^ bacterial ^ invasion 
prompts neutrophils to migrate into 
affected tissue. This migration is 
stimulated by chemotactic factors, es- 
pecially factors derived from comple- 
ment, ie, C3a, C5a, and C5,6,7.* 

Sources of chemotactic stimulation 
not dependent on complement include 
kallikrein, plasmin activator, certain 
lymphokines, and bacterial products. 

In this child both classic and 
alternate (properdin) complement 
components were present in normal 
amounts and could be activated nor- 
mally to lyse red cells, demonstrating 
that the complement cascade pro- 
gressed normally. Furthermore, the 
defect in chemotaxis was observed 
with the patient's cells using both the 
patient's serum and control serum as 
sources of chemotactic factors to aug- 
ment the bacterial products. This sug- 
gests a defect in the ability of the 
patient's neutrophils to detect or re- 
spond to chemotactic factors, rather 
than a lack of serum chemotactic fac- 
tors. The existence of a serum inhib- 
itor to chemotaxis was not excluded 
by these studies. 

The ratio of T and B cells in periph- 
eral blood of this patient appeared 
normal by immunofluorescence stud- 
ies. An apparent decrease in the per- 
cent of T cells was observed, using 
the active rosette test. However, it 
has been demonstrated that the num- 
ber of active rosettes may be de- 
creased in tne presence of an elevated 
IgE, as found in this patient. 

Hill and Quie” recently reported 
the cases of three children with 


chronic eczema, recurrent staphylo- 
coccal infections, greatly elevated se- 
rum IgE, and defective meutrophil 
chemotaxis. The similarity of data 
from their patients and from ours 
suggests a similar mechanism. Hill 
and Quie have suggested that defec- 
tive chemotaxis in their patients may 
be related to a chemical mediator, ie, 
histamine, released by the interaction 
of IgE with antigen or sensitized 
cells. 

The incidence of recurrent infec- 
tion in patients with incontinentia 
pigmenti is not known. The findings 
in the case we are reporting suggest 
that neutrophil chemotaxis should be 
studied in other patients with in- 
continentia pigmenti to determine 
whether the association of inconti- 
nentia pigmenti with elevated serum 
IgE, recurrent bacterial infections, 
and chemotactic defects is fertuitous 
or a more common phenomenon. 


This investigation was supported by National 
Institutes of Health grant 5-T01-AMO-5372-11 
and the Community Service Program of Kaiser 
Foundation Hospitals and the Permanente Med- 
ical Group. 
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Incontinentia Pigmenti in a 21-Year-Old Man 


Howard B. Bargman, MD, Carl Wyse, MD 


e We report a case of incontinentia pig- 
menti in a 21-year-old man. The rarity of 
this disease in men is emphasized. Le- 
sions in the reported patient have faded 
but are still easily discernible. Six other 
cases are reviewed. 

(Arch Dermatol 111:1606-1608, 1975) 


geen pigmenti, also known 
as Bloch-Sulzberger disease was 
first described in 1925 by Bardach, 
who presented two cases. In 1926, 
Bloch? reported the third case, which 
he characterized as incontinentia pig- 
menti. In 1927, Sulzberger? reported 
Bloch's case in greater detail. The 
usual case occurs in the female infant, 
with vesicles or bullae that tend to be 
linearly arranged or grouped, espe- 
cially on the flexor aspects of the ex- 
tremities or lateral parts of the trunk. 
The vesicles become papular or ver- 
rucous and then heal, leaving the skin 
atrophic and hyperpigmented. In- 
volvement of other organ systems is 
quite common, especially the central 
nervous system (convulsions, mental 
retardation), eyes (retinal dysplasia, 
cataracts, and masses in the posterior 
chamber), and teeth (cone-shaped). 
Incontinentia pigmenti is to be dif- 
ferentiated from the Franceschetti- 
Jadassohn syndrome,‘ which is synon- 
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ymous with the Naegeli syndrome. In 
this syndrome, pigmentation devel- 
ops during the second or third year, 
and may be associated with kerato- 
derma of the palms and yellow teeth. 
There is no preceding inflammatory 
phase, and mental and physical devel- 
opment are otherwise normal. 
Incontinentia pigmenti is a rare 
disease, with approximately 300 cases 
having been described in the litera- 
ture. Adams and Reed state that only 
about six cases in men have been re- 
ported. Pfeiffer® has offered an ex- 
tensive review and Lenz’ has re- 
ported only six men of 216 patients. 
Both these reports are in the German 
literature. Review of 138 cases in the 
English literature has revealed six 
cases in men. The following is a re- 
port of incontinentia pigmenti that 
occurred in a 21-year-old man and 
represents the seventh case. 


REPORT OF A CASE 


The patient is a 21-year-old man, the 
second of three children, who was born of 
nonrelated parents. The firstborn was a 
healthy boy and the third child was a 
healthy girl. 

The patient began convulsing when he 
was 3 days old, at which time he was trans- 
ferred from the nursery to the Hospital for 
Sick Children in Toronto. Shortly after 
transfer, he developed a bullous skin erup- 
tion. He was discharged, but was read- 
mitted two weeks later because of the con- 
tinued formation of large blisters. These 
lesions began on the back and soon spread 
to involve the arms, legs, and scalp. Some 
were filled with straw-colored fluid, and 
others had broken, leaving raw red areas. 


In some areas, pigmentation was present 
where the blisters had broken. Hemoglobin 
level on admission was 16.2 gm/100 ml, and 
the white blood cell (WBC) count was 
25,000/cu mm. No differential count was 
available. He was treated topically with 
vegetable oil and the bullae grzdually 
healed while the pigmentation became 
more obvious (Fig 1). At about 2 years of 
age, he was noted to have severe cicatricial 
alopecia of the vertex and delayed and 
deficient dentition. There was widespread 
pigmentation and atrophy of the skin. 

He was unavailable for follow-up until 
August 1973, when he came to the Out- 
patient Department of Sunnybrook Medi- 
cal Centre, Toronto, with a two-week his- 
tory of a pruritic eruption on the right 
middle finger. This eruption was diagnosed 
as a contact eczema, but during examina- 
tion of the skin, hyperpigmented patches 
were noted on the chest and legs. These 
rather strange lesions had a variety of 
shapes and configurations. The pigmenta- 
tion was tan, with irregular but distinctive 
borders (Fig 2). 

Biopsy of one of the dark areas revealed 
slight hyperkeratosis with an area of epi- 
dermal flattening with some disarray of 
the basal cells. There were melanophages 
in the dermis. 

Dental examination revealed a number 
of congenitally absent teeth. The teeth 
that were present (Fig 3) were poorly 
formed and tended to be peg-shaped. Max- 
illary and mandibular x-ray films failed to 
reveal unerupted teeth or any other abnor- 
mality. 

Ocular examination revealed z visual 
acuity of 20/20 ocular dexter anc 20/200 
ocular sinister, without correction. A left 
exotropia of ten prism diopters (A) was 
measured with the patient fixatirg at 14 
inches. When fixating at 20 meters, he was 
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Fig 1.—Left, Patient at &bout 10 months of age shows typical whorled pigmentation char- 
acteristic of incontinensia pigmenti. Right, Posterior view. 


noted to have an exophoria. A Worth four 
dot test fa colored light test that is used to 
examine for visual fusion or squints) re- 
vealed suppression of the left eye at near 
and distance. The lef. pupil was larger 
than the right. Results of examination of 
the ocular adnexae wer* normal. Examina- 
tion of the cornea, anterior chamber, iris, 
lens, and fundi revealed no abnormality. 
The external ocular movements were 
within a normal range Applanation pres- 
sure OD was 12 mm Eg, and OS was 16 
mm Hg. 


COMMENT 


Oldfek* reported a man with in- 
continentia pigmenti who had suf- 
fered convulsions in the neonatal pe- 
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riod and who later developed alopecia 
and delayed defective dentition. The 
patient had an eosinophil level of 34%. 
The left eye was impaired at —4A. 
The right eye had normal visual acu- 
ity. 

In 1955, Lahiri? reported a case 
from India. The patient, who had a 5- 
year-old healthy brother, developed a 
morbilliform erythematous eruption 
within 24 hours after birth. This sub- 
sided in ten days, leaving a macular 
blackish pigmentation. When seen by 
Lahiri at 7 months old, the child had 
hydrocephalus and patchy alopecia. 
The nails were poorly developed and 
were pigmented brown. By the age of 
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4 years, the previously neted pig- 
mented lesions were hardly visible. 
No teeth were present. 

The third case reviewed was that of 
a 42-year-old boy who was reported 
by Cole and Cole in 1959.* He was 
seen because of “abnormality of both 
eyes.” This abnormality was appar- 
ently caused by a mass in the poste- 
rior chamber. 

Khanna et al" reported a 12-year- 
old boy with generalized pigmenta- 
tion and delayed physical and mental 
development. There was no history of 
vesicles, fever, or convulsions. The 
left iris revealed a coloboma and nor- 
mal fundus. The hands were short 
and square, and there was syndactyly 
that involved the middle and ring fin- 
gers. The right hand had an extra fin- 
ger. The testes were not palpable in 
the scrotum or the inguinal canal. 
There was hepatosplenomegaly. Com- 
plete blood count, including eosinophil 
count, was normal. Intelligence quo- 
tient was 40. 

Pallisgaard'? reported a bey whose 
skin was normal at birth. Within min- 
utes, “pea-sized vesicles” were noted 
on the backs of both feet. At the age 
of 5 months, no vesicles were present, 
but numerous verrucous keratotic 
streaks and irregular pigmented 
patches were noted. The WBC count 
was 19,800/cu mm, with 7% eosino- 
phils. At 2 years of age, the eesinophil 
count was 19%. Results of neurologic 
examination, electrocardiogram, and 
ophthalmologic examination were all 
normal. 





Fig 2.—Left, Patient at 21 years shows 
faded lesions that are still easilv visible. 
Center, Posterior view. Right, Medial as- 
pect of left knee. 
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Fig 3.—Peg-shaped teeth of patient. 


Cramer and Schmidt" and Zwei- 
fach" each reported one case of in- 
continentia pigmenti in a man. We 
believe that these were the descrip- 
tions of the same case, 11 years apart. 
In each report, the patient is a man 
with incontinentia pigmenti whose 
initials are DM and who had meth- 
emoglobinemia at the age of 4 days, 
treated successfully with methylene 
blue. In addition, each case report 
comments on abnormal findings of a 
hip x-ray film. 

Our patient displayed most of the 
known associated defects, such as de- 
fective teeth, eye changes, hair 
changes, and skin changes. He appar- 
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ently did not display a verrucous 
stage, but had the vesicular and pig- 
mentary changes at the same time. 
He appeared to be of lower than nor- 
mal intelligence, although no specific 
psychologic testing was performed. 
His pigmentation has faded but is 
certainly still easily visible. 

Eye changes in incontinentia pig- 
menti are well described. These 
include blindness, glioma, pseudo- 
glioma, strabismus, nystagmus, cor- 
neal opacities, and congenital cata- 
racts. Our search of the English 
literature has revealed an interesting 
discovery. There is a tendency for 
more severe and frequent involve- 


ment of the left eye, especially when 
only one eye is involved. Of 23 cases 
in whom only one eye was invclved, 
17 involved only the left eye. 
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Contact Urticaria From Cephalosporins 


Louis Tuft, MD 


€ A rare instance ef contact-type urti- 
caria resulting fom ar acquired sensitiza- 
tion to cephatosporir compounds in a 
chemist is reported. ?atch tests elicited 
an immediate urticarial rather than a 
delayed contact-type response. Similar 
control tests to other antibiotics gave 
negative results. Although the patient's 
primary complaint was urticaria, pro- 
longed or excessive contact with the 


cephalosporins caused coryza and dysp- 
nea. Following transfe to another labora- 
tory where the patient worked with other 
chemicals, there was no recurrence of 


symptoms. 
(Arch Dermatol 1111609, 1975). 


llergic reactions following di- 
rect contact of antibiotics with 
the skin of a previously sensitized in- 
dividual are usually 2czematous. Peni- 
cillin and neomycin sulfate are more 
frequent offenders. By contrast, con- 
tact-type urticarial reactions from di- 
rect contact of an antibiotic with the 
skin are rare. Fisher, in a written 
communication, reported that he had 
one patient who developed contact ur- 
ticaria from steptomycin sulfate. 
Similar urticarial reactions, though 
uncommon, have been described fol- 
lowing contact with such medica- 
ments as chlorpromazine hydrochlo- 
ride, penicillin, aleehol, aspirin, and 
cod liver oil, but no: from other anti- 
bioties, especially eephalosporins, as 
Fisher has reportec in his book Con- 
tact Dermatitis (Philadelphia, Lea & 
Febiger Publishers, 1973, p 283). This 
report describes a patient who devel- 
oped a contact-type urticaria after 
handling cephalosperins. 


REPORT OF A CASE 

The patient, a 52-year-old male chemist, 
was first seen on Feb 7, 1974. He reported 
that although he had been working off and 
on for about three yeazs with several ceph- 
alosporins in an experimental chemical 
laboratory, he had noted no discomfort ini- 
tially. For the past several months, how- 
ever, he had increasmgly discomforting 
symptoms follewing even casual contact 
with the agents. These symptoms were 
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itehing, recness, and hives affecting the 
outer surface of the hands and arms and 
even the face if it was touched by the 
powder. When the reaction became more 
intense, the urticaria was followed or ac- 
companied by sneezing, watery nasal dis- 
charge, and lacrimation. If the contact per- 
sisted, the patient's face became flushed, 
and he found it "hard to breathe." Relief 
of symptoms occurred rapidly after leav- 
ing the laboratory. The patient noted that 
when he worked in an adjacent laboratory 
and had no direct contact with these mate- 
rials, he developed itching of the skin and 
lacrimation after walking into the room 
where others worked with these agents. 
The patient never had had similar symp- 
toms at home or in other places or resi- 
dences. He never had previously had urti- 
caria nor any other allergy manifestation. 
His son and one daughter have asthma and 
another daughter has hay fever. 

Physical examination showed no abnor- 
malities, and since the patient had had no 
contact with the suspected drugs for at 
least 36 hours, there was no evidence of 
any skin eruption on either the trunk or 
extremities, nor was his skin unduly irri- 
table or dermographic. 

To determine whether the patient was of 
the atopic type, intracutaneous skin tests 
were done with extracts of common inha- 
lant and pollen allergens (eg, house dust, 
epidermals, and ragweed and grass pol- 
lens). All tests gave negative results. 

Patch tests were then done with the 
three codec experimental Cephalosporium 
preparations and with a related commer- 
cial preparation, cephalothin sodium (Kef- 
lin). Because the patient was intolerant of 
adhesive tape, cellophane tape was used to 
cever the agents. The powdered material 
was applied in dry form and was also ap- 
plied after being mixed with a drop of buf- 
fered saline solution. A control patch test 
censisting of a drop of buffered saline solu- 
tion under cellophane tape was also ap- 
plied. We planned to leave the patch tests 
on for 24 tc 48 hours. Our plans went awry 
because within minutes after application, 
the patient's arms became increasingly 
red. Wheals of varying size formed at each 
patch test site (coded experimental ceph- 
alosporins and cephalothin sodium) but not 
at the control site. Large wheals accom- 
panied by pseudopods developed at the 
sites of the wet preparations and smaller 
ones without pseudopods at the sites of the 
dry one. No erythema or whealing devel- 
oped at the control site. As the reaction be- 
came more intense, the patient began to 
sneeze. All patches were removed, and he 
was given an injection of 0.3 ml of epi- 


nephrine (1:1,000, aqueous) above the sites 
to prevent further reaction. Bathing with 
cold water relieved the local itehing. The 
uncomfortable symptoms lasted for more 
than an hour. He was given diphenhydra- 
mine hydrochloride (Benadryl) capsules (25 
mg) and instructed to take one or two cap- 
sules every four hours until the reaction 
disappeared. The patient reported later 
that the whealing had gradually subsided 
in several hours. 

To determine whether the patient had 
similar untoward reactions to ether anti- 
biotics, patch tests were done later with 
powdered penicillin-G potassium, ampicil- 
lin, and erythromycin in the same manner 
as with the cephalosporins. There were no 
positive immediate or delayed reactions 
noted to any of the patch tests. The patient 
had handled penicillin powders on previous 
occasions without any untowarc effects. 

Because of the patient’s allergic reaction 
to the cephalosporins, I advised him te 
avoid contact with these agents since 
hyposensitization was not feasible. He was 
transferred to another laboratory room 
where he began working with other chem- 
icals. Three months later, he reported that 
there had been no recurrence of symptoms. 


COMMENT 


Several aspects of this case are of 
interest. It is the first reported in- 
stance, to my knowledge, of an aller- 
gic dermatosis induced by contact 
with cephalosporin compounds. It is 
also unusual because the resultant re- 
action was immediate and urticarial 
in character rather than of the de- 
layed eczematous contact-type that 
usually results from sensitization to 
antibiotics. Another interesting fea- 
ture is the fact that when the reac- 
tion became more intense, the patient 
sneezed and felt some constriction in 
the chest. Since the patient's contact 
with the powder was from its direct 
application to the skin, the respira- 
tory symptoms probably resulted 
from its absorption through the skin. 
This is different than reactions 
caused by an antibiotic like penicillin 
in some patients with allergic ecze- 
matous contact dermatitis, in whom 
ingestion of penicillin causes a flare- 
up of the dermatitis. 


Nonproprietary Name 
and Trademark of Drug 


Cephalothin sodium—Keflin. 
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Contact Urticaria 
From Cobalt Chloride 


MAJ James D. Smith, MC, USA; LTC Richard B. Odom, MC, USA; Howard I. Maibach, MD 


* Cobalt chloride should be added to 
the ever growing list of contact urticants. 
This chemical is frequently used as a 
color indicator in provocative sweat test- 
ing. In this case, contact urticaria was 
probably nonimmunologic in origin. Since 
diphenhydramine and 48-80 (polymonine) 
block this reaction to cobalt chloride, 
vasoactive amines are at least partially 
responsible for the urticaria. 

(Arch Dermatol 111:1610-1611, 1975) 


hile performing a provocative 
sweat test with 10% cobalt 
chloride in 95% isopropyl alcohol as a 
color indicator, a patient was painted 
(neck, arms, trunk, and legs), exer- 
cised, and placed under a heat lamp to 
elicit sweating. Seconds after the ap- 
plication, prior to exercise, he noted a 
stinging sensation in the areas of ap- 
plication. Within five minutes, urti- 
caria was noted in the application 
sites except those below the waist. 
The next morning urtication had re- 
solved; however, all sites previously 
involved showed a purpuric eruption 
confined to the areas of urticaria. 
The dermatologic literature reports 
no similar reaction to cobalt chloride 
in isopropyl alcohol. To the contrary, 
it is considered a banal method uti- 
lized to demonstrate sweating. Vultee 
et al' noted "wheal formations" that 
"subsided with no evidence of resid- 
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uals within three to four hours after 
onset." This was incorrectly reported 
in the medical literature as "typical 
contact dermatitis" in seven of 300 
patients treated. 


REPORT OF A CASE 


A 20-year-old man was seen for eval- 
uation of ichthyosis that was most consist- 
ent with the x-linked variety. He related a 
history of having abnormal skin at birth 
and had not been expected to survive the 
neonatal period. His skin had always been 
dry and scaly with winter month exacerba- 
tions. He had been employed as a carpen- 
ter and mechanic. Only intermittently had 
he treated his skin with lubrication. 

There was no history of familial skin 
diseases, consanguinity, atopy in the pa- 
tient or his family, or sensitivity to metals. 

Examination of the patient showed ec- 
tropion of the right eyelid. There was 
blurring of the left cornea on ophthalmo- 
scopic examination that was felt to repre- 
sent an interstitial keratitis of unknown 
cause. No typical opacities of x-linked 
ichthyosis was found in the region of the 
posterior capsule or Decemet membrane. 
The vision in the affected eye was sharply 
decreased. There was generalized ich- 
thyosis with flexural involvement present. 
Palmar markings were increased. The 
scales of ichthyotic skin formed flat plates 
attached in the center with raised edges. 
India ink tattoos of a bluish color were 
noted on both upper extremities. The pa- 
tient wore a silver-colored watch and a sil- 
ver necklace, with no apparent cutaneous 
reaction. 

Laboratory studies including complete 
blood count, biochemical profile, urinalysis, 
VDRL test for syphilis, fluorescent tre- 
ponemal antibody test, hepatitis-associ- 
ated antigen test, and peripheral smear 
were normal. He had a positive reaction to 
intradermal skin testing with Candida an- 
tigen, but showed no reaction to purified 
protein derivative and mumps antigens. A 


punch biopsy specimen of the affected skin 
showed hyperkeratosis, acanthosis, and a 
normal granular cell layer. 

Three days after the original observa- 
tion, provocative testing was done with co- 
balt chloride in varying strengths from 1% 
to 1076 applied in isopropyl alcohol and in 
distilled water. No concentrations weaker 
than a 10% concentration elicited the reac- 
tion, nor did any of the aqueous solutions. 
Isopropyl alcohol alone caused no reaction. 
The 10% cobalt chloride in isopropyl alcohol 
again urticated the areas painted. The pa- 
tient experienced no respiratory or cardio- 
vascular symptoms; his pulse and blood 
pressure remained within normal limits 
during four hours of frequent monitoring. 
The next day the patient again had ecchy- 
moses at the new urticarial sites. 

Two weeks later we attempted to deter- 
mine the mechanisms involved in the urti- 
carial reaction. An area of the patient's 
forearm 3 cm in diameter was injected in- 
tradermally with 0.1 ml of 48-80 (poly- 
monine) in saline at a dilution of 25 mg/ml 
on three occasions, 12 hours apart. The ini- 
tial injection provoked a wheal and flare, 
while the subsequent two injections elic- 
ited no visible response. A second area of 
comparable size and location was injected 
with 0.1 ml of diphenhydramire (at a con- 
centration of 50 mg/ml) approximately 
two hours before applying the 10% cobalt 
chloride in isopropyl alcohol. A contro: site 
was similarly prepared with normal saline. 
serum from the patient (0.2 ml) was in- 
jected intradermally into the forearms of 
two volunteers 24 hours prior to testing. 

The cobalt chloride solution produced no 
reactions in the sites of passive transfer. 
The 48-80-prepared area and the diphen- 
hydramine-prepared area were also non- 
reactive after applying the cobalt chloride 
solution. A treated area of the patient's 
back again urticated approximately five 
minutes after applying the solution. 

Cobalt chloride may elicit urticaria when 
injected intradermally.’ In aqueous solu- 
tions of 10-*, 10-*, and 10-5, the patient ur- 
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Fig 1 (left).—Neck with urticarial wheal five 
minutes after application of cobalt chloride 
solution. 





ticated no more intensely than two control 
subjects. The areas of intradermal testing 
were ecchymotic in the patient 24 hours 
later, but were not in the controls. 

Two centrol subjects each had 0.2 ml of 
50 mg/ml dipsenhydramine injected in- 
tradermally imto one of their forearms. 
Two hours later, 0.2 mbof a 10^* concentra- 
tion of cobalt chloride in water was in- 
jected into a e»ntrol site on the opposite 
arm as well as into the diphenhydramine 
prepared sites. In eack person, the diphen- 
hydramine treated site had less urticarial 
response than cid the untreated sites of in- 
jection. 

The patient sad decreased sweating af- 
ter intradermal acerylcholine (1:1,000), 
methacholine :10,00€ and 1:1,000), and 
nicotine (1:100,900) in injections when com- 
pared to three norma! subjects; this is of 
unknown importance. 

To further stady theurticaria-producing 
effects of cobat chlorde, 36 control sub- 
jects, three of whom were children, were 
tested; one developed .imilar lesions. A 9- 
year-old girl was strdked with a cotton- 
tipped applicator saturated with 10% co- 
balt chloride im 95% isepropyl alcohol over 
the back, flexer forearms, and extensor 
thigh. Almost immeciately the patient 
noted a stingimg sensation on the upper 
part of the badk. Witkin two minutes, er- 
ythema was noted, fellowed by multiple 
urticaria! whe-ls. The reaction subsided 
within 30 minuses. The flexor forearm and 
the extensor thigh shawed no response to 
the same procedure. 

The following day, with no further ex- 
posure to the cobalt solution, the back 
erupted with articarm in the identical 
areas of involvement zs the previous day. 
In addition, the forearm and the thigh de- 
veloped urticar-a in th« previously painted 
areas. The eruption die not extend beyond 
the treated amas. Nene of the treated 
areas developec ecchymosis. 

After three months, no exacerbations 
have developed There was no history of 
prior drug reactions, unusual immuniza- 
tion reactions, eontact dermatitis, or atopy. 
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Fig 2 (right).—Patient's back 24 hours 
after application of cobalt chloride shows 
ecchymotic residua of prior reactions. 
New site of recent application is outlined 
by ink line. 


COMMENT 


While allergic contact dermatitis to 
cobalt chloride is recognized as being 
rare by Fisher,’ contact urticaria 
caused by this heavy metal has not 
been reported, to our knowledge. If 
one divides the mechanisms of con- 
tact urticaria into immunological, 
nonimmunological, and unexplained, 
this case is most likely in the nonim- 
munological group.’ The absence of 
passive transfer sensitivity suggests 
this explanation. 

Cobalt chloride must release vaso- 
active amines in normal controls when 
injected intradermally. Key reported 
an increase in the expected incidence 
of asthma in a cobalt refinery.’ These 
asthma attacks ceased when the 
workers left the plant. Jasmin’ has 
recently demonstrated that nickel 
and cobalt injected either intraperito- 
neally or intravenously in doses of 
5 mg caused regularly anaphy actoid 
edema in rats, supporting the fact 
that these metals allegedly act as 
mast-cell dischargers. We were able 
to decrease the degree of urtication 
caused by cobalt chloride by prior 
intradermal injection of  diphen- 
hydramine and 48-80. Whether it be 
histamine, slow reacting substance of 
anaphylaxis, bradykinin, or some 
other vasoactive substance that the 
cobalt chloride releases is uncertain. 

Several aspects of this case history 
were intriguing. Why did the patient 
not urticate when the solution was 
applied below the waist? Possibly per- 
cutaneous penetration was insuff- 
cient to elicit the response. Cronin and 
Stoughton noted that topically applied 
histamine base produced smaller 
wheals on the legs than on the back.’ 
Intradermally administered histam- 
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ine produces much smaller wheals and 
flares on the legs than on the arms 
and back (Maibach and Johnson, 
unpublished data). Why was it neces- 
sary to use an alcohol solution for 
urtication? Alcohol is a more suitable 
vehicle than water for percutaneous 
penetration. Did the original patient’s 
ichthyosis play a role in the process? 
One might think so, but the reaction is 
not rare in apparently normal non- 
ichthyotie skin (Vultee et al' reported 
this action in seven of 300 persons 
tested on apparently "normal skin"). 

Contact urticaria from cobalt chlo- 
ride evidently is not a rare event. 
This chemical is widely used as an in- 
dicator of sweat production, and we 
propose that the chemical should be 
added to the rapidly growing list of 
contact urticants.' The precise mecha- 
nism causing urticatior is unknown, 
but it is suggested that cobalt chlo- 
ride in an alcoholic solution induces 
the release of vasoactive amines from 
mast cells through a nonimmunologi- 
cal means. 
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of animal models in dermatology. The 
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“Before” photograph 
of a psoriatic lesion 


Patient: Ms. L.O. 
Age: 54 
Sex: Female 


Duration of condition: 
38 years 


Status: Exacerbating 
rapidly 


Duration of present 


exacerbation: 1-2 weeks 


Findings: Severe 


inflammation, crusting 


and scaling; moderate 
excoriation and 
pruritus; slight 
induration and pain; 
lesions covering 
backs of hands 


Diagnosis: Psoriasis 


“Before” photograph 
of a psoriatic lesion 
Patient: Mr. P.K. 
Age: 59 
Sex: Male 
Duration of condition: 
21 years 
Status: Exacerbating 
slowly 
Duration of present 
exacerbation: 2 months 
Findings: Severe 
induration, inflam- 
mation, scaling, 
pruritus; slight 
crusting on forearms 
and upper body 
Diagnosis: Psoriasis 
vulgaris 














NORMAL SKIN 


ONLY SEVEN DAYS 


In oni 
7 day: 


Treatmant: DIPRO: 
Cream 2.0596 b.i. 
withou- occlusive 
dressings 
Findings after 7 d; 
No induration, cru: 
pruritus, excoriati 
or pain; slight infl; 
mation and scaling 
Investigator's 
evaluation: "The c. 
did an excellent jo 
clearing the lesion 
and was cosmetica 
acceptable" 
Further treatment: 
Continue DIPROSO! 
b.i.d. without occlu 


In onh 
7 days 


Treatment: DIPROSC 
Cream 0.05% b.i.d. 
without occlusive 
dressings 


'indinzs after 7 day 
Vo crusting or prurii 
slight scaling and 
nduration; moderati 
nflammation 
nvestigator's 
evaluation: "Patient 
much better" 
Further treatment: 
contirue DIPROSONE 
D.i.d. without occlusi 





IN ONLY SEVEN DAYS- 
62% of psoriatic patients 


showed marked or 








moderate improvement’ 


impedes psoriatic 
cell proliferation 


In psoriasis, proliferation of basal cells 


inthe ep dermis greatly increases. This 
causes e shortening of the turnover time 
of the ep-dermis that interferes with 
normal c3ll maturation processes. This 
failure of cell maturation manifests itself 
in the vasious signs and symptoms of 
pscriasie—scaling, erythema, induration, 
pruritus, and excoriation. 


DIPROSONE Cream 0.05% is a new 
topical corticosteroid that has proven 
successtul in reducing the manifestations 
of psoriasis and impeding the excessive 
increasein basal cell proliferation. 


In cinica! studies of 188 patients with 
acute psoriatic flare-ups, and whose 


NEW bid. 





Diproson 


conditions were worsening, DIPROSONE 
was applied to lesions twice daily without 
occlusive dressings. Each patient was 
examined at weekly intervals and was 
evaluated on overall improvement as well 
as for improvement in individual signs 
and symptoms. 


Results showed that in only seven 
days of therapy with DIPROSONE b.i.d., 
62 per cent (116 patients) showed marked 
or moderate improvement. A summary of 
data for individual signs and symptoms 
appears on the following page. 


*Case histories, photographs, and data in files of 


Headquarters Medical Research Division, Schering 
Corporation. Based on studies of 188 patients tested. 
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betamethasone dipropionate 


Please see Clinica! Considerations section which follows... 


Significant reduction of 

moderate or severe manifestations 

of corticosteroid-responsive dermatoses 
IN ONLY SEVEN DAYS* 
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DiIprosone ii» 
betamethasone dipropionate 


Rapid onset of response in psoriasis— 


62% o* patients showed marked or moderate improvement in one week.* 


Rapid onset of response in atopic dermatitis— 


86% o` patients showed marked or moderate improvement in one week. * 


Rapid onset of response in contact dermatitis— 


90% o: patients showed marked or moderate improvement in one week. * 


Convenient b.i.d. dosage— 


enhanees patient cooperation; increases the likelihood of adherence to 
your prescrided dosage. 


No occlusive dressing needed 


in mos regimens. 


Free of parabens— 


sensitizatior rarely a problem. 


Economical— 


DIPROSONE with its rapid onset of response and b.i.d. dosage may enable 
patients to use less medication and thus save on the total cost of treatment. 


Convenient package sizes— 
DIPROSONE is available in 15 Gm. and economical 45 Gm. tubes. 


*Based on s udies of 188 patients with psoriasis, 155 patients with atopic dermatitis, and 38 patients with contact dermatitis 
tested by the Schering Corporation. Data in files of Headquarters Medical Research Division, Schering Corporation. 


Clinical Conside-ations: 


INDICATIONS D'PROSONE Cream is indicated for the relief of the inflammatory manifestations of 
co"ticosteroid-responsive dermatoses. CONTRAINDICATIONS DIPROSONE Cream is contraindicated 

in vaccinia and varicella. Topical steroids are contraindicated in those patients with a history of 
hypersensitivity to any of the components of such preparations. PRECAUTIONS |f irritation develops with 
the-use o: DIPRCSONE Cream, treatment should be discontinued and appropriate therapy instituted. In the 
presenceof an irfection, the use of an appropriate antifungal or antibacterial agent should be instituted. 

If @favoreble resoonse does not occur promptly, the corticosteroid should be discontinued until the 
infection aas been adequately controlled. If extensive areas are treated or if the occlusive technique is 
used, thespossibility exists of increased systemic absorption of the corticosteroid and suitable precautions 
should be taken. Although topical steroids have not been reported to have an adverse effect on pregnancy, 
the-safetwof their use in pregnant females has not been absolutely established. Therefore, they should 

not be used extensively in pregnant patients, in large amounts or for prolonged periods of time. 
DIPROSCNE Cream is not for ophthalmic use. ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corticosteroids: burning; itching; irritation; dryness; folliculitis; 
hypertrichosis; acneiform eruptions; hypopigmentation. The following may occur more frequently with 
occlusivedressings than without such therapy: maceration of the skin; secondary infection; skin 

atrophy; striae; miliaria. DOSAGE AND ADMINISTRATION Apply a thin film of DIPROSONE Cream to the 
affected skin areas twice daily, in the morning and at night. Clinical studies of DIPROSONE have 
incicatec that apolications twice a day are generally adequate. 011 MAY 1974 


Fc* more complete details, consult package insert or Schering literature available from your Schering 
Representative er Professional Services Department, Schering Corporation, Kenilworth, New Jersey 07033. SLS-465 
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The remarkable Aeroseb-D patented delivery system can do what no other steroid can. 
As well as keeping your patient's hair unruffled, Aeroseb-D will treat dozens of difficult 
to reach areas of the body. Behind the back. Between the toes. Even through panty hose to get 


at painful sunburn. 
Aeroset-D offers the patient acceptance you desire by giving your patients the convenience 


they desire. 
No steroid is more convenient or easier to use than Aeroseb-D. 


Aeroseb-D (cexamethasone topical aerosol spray PRECAUTIONS ¢ imitation develops, the product 


i Š ma! t sted 
DESCRIPTION: f j erosi nta 15 Gn 90 (am , ! : 
In the presence y ar infection. The use of appropr jte antitungal or a baclerial agents should t 


66 m] 10 mq asttuled Ita favarable rest nse doe l uf promp 


uld be discontinued and appropriate Therapy 


dexamethasone 


alcohcl (419% by weight 6 28 Gn 37 7 Gm intil the infection has been adequately 

with isopropy! mymstaie and propeilar: (dichioroletralluoroethane) I! extensive areas are treated or i! the occlusive technique is used, the possibility exisIs of increase 
Each ! second of spray disperses approximately 0.023 mg c! dexamethasone yster ibsorpfian of the r'icosteroid and suitable precautions should be taken 

"Sample size y=" vainatie lor sae When used aboutthe tace. the eyes should be covered and inhalation of the spray should be avoid! 


INDICATIONS :* 5r «ele! of the anttammatory m anifestations of corti steroid-respor Je dermatose This Medication contains alcohol T may pro juce irntalion or Durnin ) sen ations in open lesions 


CONTRAINDICATIONS Topica leroies are intraind ated in viral diseases o! the sk r nas ADVERSE REACTIONS The to lowing làcal adverse rea tions have been reported with topica! cor 
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Special Article 


The Treatment of Genetic Disorders 


Sigfrid A. Muller, MD 


e Dermatologists see many patients 
with disorders that have an important but 
variable genetic component. Conditions 
caused by multifactorial inheritance, 
which account for many patients seen in 
dermatologic practice, have a strong envi- 
ronmental component in their cause and 
are generally the most responsive to ther- 
apy. Treatment is also possible for many 
conditions of dermatologic importance 
that are caused by mutant genes of large 
effect. At this time, there is little chance of 
treating the patient in the sense of genetic 
engineering, but some understanding of 
the theoretic basis for laboratory manipu- 
lation of DNA is a prerequisite to under- 
Standing the possible potential of new 
forms of therapy. 

(Arch Dermatol 111:1620-1624, 1975) 


ockayne' did not mention treat- 
ment in his pioneering treatise 
on genetic disorders of the skin pub- 
lished more than 40 years ago. Since 
that time, especially in the past two 
decades, an enormous increase in the 
knowledge of medical genetics has oc- 
curred as a result of numerous impor- 
tant discoveries that have centered 
primarily in the recognition of ge- 
netic disease as a molecular disor- 
der. Thus, it has been possible recently 
to guide the design of experimental 
therapy after the basic gene defect 
was known. Nevertheless, the treat- 
ment of human disease is deeply 
rooted in empiricism; it is the combi- 
nation of intuitive clinical judgment 
and laboratory science that has re- 
sulted most often in notable advance- 
ments in treatment. 
Ee at a DN 
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Dermatologists see many patients 
with genetic disorders and have ap- 
preciated the need for improved clini- 
cal training and advanced scientific 
technology in the dermatologic as- 
pects of medical genetics? Accurate 
diagnosis is the beginning of all 
treatment programs, and cutaneous 
manifestations of gene disorders 
present unusual opportunities in this 
regard. 

The purpose of this review is to em- 
phasize the therapeutic possibilities 
available in the treatment of genetic 
disorders, particularly as they con- 
cern the dermatologist. It has been 
my experience that treatment pros- 
pects have not been considered or 
have occasionally been judged overly 
pessimistically. Thus, opportunities to 
help some patient may have been 
missed. Therapy is possible for a 
number of conditions that are caused 
by mutant genes of large effect, but 
prospects for treatment of chromo- 
somal anomalies are dismal. In addi- 
tion, by giving eugenic advice, the 
physician can help prevent recurrence 
of the condition in the family. 

What are the prospects for control 
or treatment of the three main forms 
of genetic predisposition to disease: 
chromosome abnormalities, mutant 
genes of large effect, and multifac- 
torial predisposition? The principal 
ways of attempting the treatment of 
genetic diseases include the following 
methods: 

Eugenic measures 
Selection and recombination 
of genes present in the popu- 
lation in a manner advanta- 
geous or desirable both for 
individual and for species; 
requires ability to identify 
presence of undesired gene, 
even when not obvious from 
phenotype. 

Genetic engineering 


Change of undesirable genes 
by directed mutation, con- 
struction of recombinant 
DNA molecules, as well as 
transduction, transforma- 
tion, and induction. 
Euphenic treatment 

Modification of control of 
gene expression in organism 
so as to lead to improved or 
corrected phenotype. 

Conditions caused by multifactorial 
inheritance will not be discussed, al- 
though these generally are the most 
treatable and account for many of the 
patients seen in dermatologic prac- 
tice, such as those with acne vulgaris 
and atopic dermatitis. Multifactorial 
disorders have a strong environmen- 
tal component in their cause. Because 
important changes in the distribution 
of polygenic predisposition only can 
be achieved slowly over several gen- 
erations, and whereas environmental 
changes often can be made quickly, 
usually it is best to concentrate on re- 
ducing the impact of environmental 
agents, although eugenics might be 
practicable on an individual basis. 
For example, patients with savere 
atopic dermatitis probably would be 
best advised not to marry persons 
who also have atopic dermatitis. 

In contrast, eugenic control or ther- 
apy is the principal method of treat- 
ment for conditions caused by chro- 
mosome abnormalities, while both 
eugenic and euphenic treatment may 
be necessary for disorders caused by 
mutant genes of large effect. The 
more precisely the genetic abnormal- 
ity can be characterized, the more 
likely the phenotypic constitution can 
be modified or individually tailored. 


EUGENIC MEASURES 


Positive eugenics means the in- 
breeding of good traits—a practical 
method for peas and pigs but not so- 


Treatment of Genetic Disorders—Muller 


cially or scientifically defensible at 
the present time in man. 

Negative or preventive eugenics in- 
volves the improwement of man by 
discouraging repreduction of persons 
who carry undesirable genetic traits. 
This implies detection of hetero- 
zygotes or carriers of mutant genes. 
Detection usually has been accom- 
plished in the past only after the 
birth of an affected child in a family; 
parents were ther given an assess- 
ment of subsequent risks of recur- 
rences so that they could decide to 
limit their familr size or undergo 
sterilization. In serious high-risk con- 
ditions, it was hoped to prevent an in- 


crease (as a result of longer survival - 


effected by new treatments) in the 
frequency of children born genetical- 
ly predisposed to serious handicap 
and ultimately to reduce the propor- 
tion of children so born to below the 
frequency determined by the natural 
balance between mutation and selec- 
tion. Unfortunately, the contrary is 
occurring; the poo of bad genes (or 
the survival of the east fit) is increas- 
ing, although there are differences of 
opinions as to the time of doomsday 
for humanity caused by the overload 
of harmful genes** On a regional 
scale, a genetic register system for 
the ascertainment and prevention of 
genetie disease has been developed in 
Edinburgh.* 

The biochemica identification of 
the abnormalities et fault in heritable 
conditions has given a new dimension 
to genetic counseling and is progress- 
ing at an accelerating rate in keep- 
ing with advancements in technology. 
Such identificatior can provide in- 
creased accuracy o. genetic diagnosis 
in difficult cases ef uncertain diag- 
nosis and can diferentiate hetero- 
zygotes or women who are carriers of 
disabling X-linked conditions.*'” 

During the pas few years, sex 
chromatin analysis and cultivation of 
amniotic fluid cells obtained early in 
pregnancy by transabdominal amnio- 
centesis have resuited in the detec- 
tion of a number of serious genetic 
defects. Autosomal trisomy condi- 
tions such as Dowr syndrome may be 
determined by chromosome analysis 
as well as by determinations of sex in 
X-linked recessive disorders in which 
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50% of male children but none of the 
females will be affected. In a large 
series," there was uniform accuracy 
of intrauterine diagnosis by this 
method, but another communication"? 
has indicated that tetraploidy and 
tetraploid mosaicism may be normal 
findings in cells cultured from the 
amniotic fluid of some healthy fe- 
tuses. Also described was a woman 
whose first child had Down syndrome 
and whose second pregnancy was ter- 
minated because of the finding of tet- 
raploid metaphases in cells obtained 
by amniocentesis done twice at 3%- 
week intervals early in the second tri- 
mester of pregnancy. The aborted 
fetus appeared to be normal. 

Edwards" has cautioned against 
the indiscriminate use of amniocen- 
tesis and has emphasized the possi- 
bilities of errors in diagnosis. He al- 
so has pointed out that the parents 
should be made aware of the possible 
hazards of the procedure. Neverthe- 
less, the procedure has greatly in- 
creased the speed and precision of fe- 
tal diagnosis in which abortion might 
be indicated for those parents who 
prefer fetal death to a child's defec- 
tive life.” 


GENETIC ENGINEERING 


At the present time, there is little 
chance of treatment in the sense of 
genetic engineering, which can be de- 
fined as the change of undesirable 
genes by a process of directed muta- 
tion of the DNA. The possibility of 
gene transfer by chronic viral in- 
fection through a mechanism called 
transduction, or by transformation 
involving direct transfer of genes in 
the form of DNA molecules from one 
cell to another, or the induction of en- 
zymes by directly affecting the oper- 
ator or regulator genes has been at- 
tempted in man but thus far has been 
unsuccessful. These modalities are 
practicable in bacterial, mold, and 
plant genetics'^?* and in mammalian 
cells to a limited degree.'* More re- 
cent speculations, seeming even more 
remote, arise from the spectacular 
achievement by Khorana and his 
group" of the synthesis of a gene and 
the isolation of a single gene by Beck- 
with and associates.” Perhaps genetic 
normality can be restored in some of 
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the patient's own cells grown in tis- 
sue culture and reintroduced into the 
patient, but the potential hazards to 
the patient might also be formidable. 
Thus far, discussion has involved 
genetic manipulation as a possible 
means of medical treatment, but new 
advances in techniques for the isola- 
tion and rejoining of segments of 
DNA” have resulted in an appeal by 
a group of molecular biologists for the 
suspension of this type of research.** 
The new techniques permit the intro- 
duction of particular genes of other 
species into living cells such as bac- 
teria. The concern is that a common 
bacterium, such as Escherichia coli, 
could be «conferred with bacterial 
genes responsible for resistance to 
antibiotics or potent antitoxin or with 
oncogenic or other animal viruses 
that could be linked to bacterial or 
other viral DNA; this could possibly 
result in an increased risk of cancer 
or other diseases. The moratorium on 
the creation of novel types of infec- 
tious DNA elements that do not have 
predictable biological properties be- 
speaks for the great advances in 
theoretic and technical skills in 
genetics, but at the same time, it 
reemphasizes the paucity of practical 
information concerning the basic 
mechanisms and control of genetic 
events. Any discussion of possible ge- 
netic treatment for the future should 
include a consideration of the possible 
hazards of such basic manipulation. 


EUPHENIC TREATMENT 


Lederberg?* proposed the term “eu- 
phenics” as the counterpart of “eu- 
genics" just as "phenotype" is op- 
posed to "genotype". Altering the 
genotypic expression cf a disorder or 
harmful trait by such methods as die- 
tary measures, drugs, surgical manip- 
ulation, climate contrcl, and so forth 
has been of considerable medical ben- 
efit in some patients and constitutes 
euphenic therapy. The prospects of 
successful treatment of heritable dis- 
eases by euphenic methods are the 
most immediate and promising of the 
types discussed. Such methods do have 
usefulness in multifactorial disorders 
and are generally ineffective in chro- 
mosomal anomalies. What about eu- 
phenic treatment of conditions 
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caused by mutant genes of large ef- 
fect? 

The general impression in medicine 
and certainly for dermatologic condi- 
tions is that there is no treatment. 
Such a totally hopeless outlook is not 
justified in my opinion, and its un- 
qualified acceptance may even impede 
progress. It is true that there are 
some diseases for which nothing or 
very little can be done at the present 
time: neurofibromatosis, tuberous 
sclerosis, Darier disease, epider- 
molysis bullosa, the various ichthyotic 
disorders, pseudoxanthoma elasticum, 
Fabry disease, turban tumors, xero- 
derma pigmentosum, albinism, and 
many congenital maldevelopment syn- 
dromes such as Marfan syndrome, fo- 
cal dermal hypoplasia, incontinentia 
pigmenti, basal cell nevus syndrome, 
and congenital anhidrotic ectodermal 
dysplasia. However, phenotypic ex- 
pression is variable in most of these 
disorders despite the causative geno- 
type. Delays in expression, mild ex- 
pression, and sudden deterioration in 
some patients with these disorders 
are not uncommonly seen, and such 
findings suggest the possibility of 
substantially altering the genotypic 
expression of the disease by manipu- 
lating the environment. Why should 
some patients with ichthyosis or epi- 
dermolysis bullosa improve during 
adolescent development whereas 
other patients, such as those with 
neurofibromatosis, Darier disease, 
pseudoxanthoma elasticum, or Fabry 
disease, either worsen or show ex- 
pression only in adulthood? The more 
precisely the genetic abnormality can 
be identified biochemically, the more 
likely the possibilities of altering phe- 
notypic expression. 

A partial listing of euphenic treat- 
ments caused by mutant genes of large 
effect, most of which are of some der- 
matologic importance, is given below. 
Occasionally, I have included a dis- 
order without dermatologic impor- 
tance for illustrative purposes. The 
therapeutic effectiveness of the dif- 
ferent modalities is variable and, in 
some patients, may depend on when 
the treatment is begun or on the suc- 
cess of environmental modification.” 

A. Dietary measures 
1. Scurvy—ascorbic acid sup- 
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10. 


11. 


. Acrodermatitis 


plementation 


. Phenylketonuria — restrict 


phenylalanine 


. Homocystinuria — restrict 


methionine and supple- 
ment with cystine 


. Tryptophanemia — treat 


with niacinamide 


. Arginosuccinicaciduria — 


use low protein diet 


. Xanthoma-restrict ca- 


loric intake and carbohy- 
drates; low cholesterol 
diet and possibily other 
dietary fat modifications 


. Galaetosemia — eliminate 


lactose 
entero- 
pathica—breast milk 


. Diabetes mellitus—weight 


reduction and main- 
tenance of ideal weight 
Refsum disease—restrict 
phytanic acid 
Richner-Hanhart syn- 
drome-restrict phenyl- 
alanine and tyrosine 


B. Environmental methods 


l. 


2. 


Physical factors 
a. Ambient temperature 
control 
(1) Familial cold urti- 
caria 
(2) Anhidrotic dis- 
orders (anhidrotic 
ectodermal dys- 
plasia, ichthyosis) 
b. Protection from ul- 
traviolet rays 
(1) Albinism 
(2) Xeroderma pig- 
mentosum 
(3) Porphyria 
(4) Darier disease 
c. Avoidance of trauma 
(1) Epidermolysis bul- 


losa 
(2) Hailey and Hailey 
disease 
(3) Psoriasis 
Avoidance of harmful 
drugs 


a. Glucose - 6 - phosphate 
dehydrogenase defi- 
ciency—avoid sulfas 
and sulfones; prima- 
quine; nitrofurantoin; 
salicylates; phenacetin 

b. Low serum cholines- 


terase—succinylcho ine 

c. Malignant hyper- 
thermia—avoidance of 
general anesthesia 

d. Detoxification of drugs 
by  acetylation—slow 
acetylators; isoniazid 
toxicity; hydralazine 
sensitivity 

e. Hepatic — porphyria— 
barbiturates and re- 
lated drugs; aprona- 
lide; estrogen; griseo- 
fulvin; alcohol 


C. Drug therapy 


i. 


Replacement of missing 

proteins or enzymes 

a. Bruton agammaglobu- 
linemia — replacement 
of y-globulin 

b. Diabetes  mellitus—in- 
sulin (oral hypoglyce- 
mic drugs) 

c. Other endocrine dis- 
orders (cretinism) 

d. Fabry syndrome— 
transfusions of plasma 
or purified ceram- 
idetrihexosidase 


. Unknown effect 


a. Acrodermatitis entero- 
pathica —  diiocohy- 
droxyquin; zinc 


3. Symptomatic treatment 


5. 


a. Cystic fibrosis—artibi- 
otics; mucolytic agents; 
pancreatic enzymes 

b. Erythrohepatic proto- 
porphyria—f carotene 

c. Hailey and Hailey dis- 
ease—chemotherapy for 
control of infection 

d. Lesch-Nyhan syndrome 
—allopurinol (does not 
affect neurologic dam- 
age) 


. Vitamin-dependent drug 


disease 
a. Hartnup disease—nia- 
cinamide (40 to 200 


mg/day) 
b. Homocystinuria — pyr- 
idoxine hydrochloride 


(25 to 500 mg/day) 

c. Methylmalonic aci- 
duria — cyanocobalamin 
(200 to 1,000 mg/day) 

Miscellaneous 


a. Menkes syndrome— 
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parenterally adminis- 
tered copper(?) 
D. Surgical treatment 


1. Symptomatic 
a. Gardner syndrome— 
colectomy 
b. Multiple endocrine 


adenomatosis—removal 
of endocrine adenoma 
or thyroid carcinoma 
c. Peutz-Jeghers syn- 
drome—correction of 
intussusception or ob- 


struction 
d. Günther syndrome— 
splenectomy 


e Glycogen-storage dis- 
ease (von Gierke dis- 
ease) —  portacaval 
anastomosis 

f. Obstructive cardio- 
myopathy with lentig- 
ines (Leopard syn- 
drome) — propranolol; 
surgical resection of 
the hypertrophied ven- 
tricular outflow tract 

g. Marfan syndrome— 
aortic replacement; 
correction of sternal 
deformity 

h. Hemochromatosis — pe- 
riodie phlebotomies 


2. Transplantation of or- 
gans 

a. Immunologic defi- 

ciency states—bone 


marrow; thymus 

b. Hailey and Hailey dis- 
ease—Skin grafts 

c Fabry disease—renal 
transplantation(?) 

In many patients, treatment will 
only ameliorate the damage. The 
most promising are those conditions 
in which the basic abnormality can be 
corrected—fer example by supplemen- 
tation of a missing enzyme, metabo- 
lite, or end product, like ascorbic acid 
in scurvy (not usually considered as a 
heritable disorder) y-globulin in 
agammaglobulinemia, insulin in dia- 
betes mellitus, thyroid hormone in 
cretinism, amd possibly ceramide tri- 
hexosidase obtained in purified form 
from human placental tissue or by pe- 
riodic plasma transfusions in Fabry 
disease.” Parenteral adminis- 
tration of copper has been suggested 
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in Menkes syndrome,” but its value 
has not been established. Menkes syn- 
drome has been found to be related to 
copper deficiency with possible defec- 
tive copper absorption and trans- 
port. ^ It would be more desirable if 
the missing factor could be supplied 
by tissue transplantation, but thus 
far this has been accomplished only 
with bone marrow and possibly with 
thymus in immunologic deficiency 
syndromes.” 

Dietary measures are also a prom- 
ising area if restriction of a dietary 
source of a harmful metabolite is pos- 
sible, such as with phenylalanine in 
phenylketonuria, >" phytanic acid in 
Refsum disease,*^ and phenylala- 
nine and tyrosine in the Richner- 
Hanhart syndrome. A diet low in 
methionine and high in cystine is 
worthy of further trial in patients 
with homocystinuria.” 

The administration of certain 
drugs will exacerbate previously 
asymptomatic or mild conditions, 
such as hepatic porphyria, or will pro- 
duce a hemolytie anemia by the ad- 
ministration of sulfas and sulfones or 
other drugs in glucose-6-phosphate 
dehydrogenase deficiency.**** Pa- 
tients with malignant hyperthermia 
must avoid general anesthesia.*^ The 
subspecialty of pharmacogenetics 
promises much in explaining drug ef- 
fects and adverse reactions in 
man.» 

For decades the most successful 
and satisfactory treatment of acro- 
dermatitis enteropathica was diio- 
dohydroxyquin, despite the fact that 
no one knew how it worked. Now it 
has been reported that oral zinc ther- 
apy is also effective and probably 
more efficient than the old form of 
treatment.*'^ Again, little is known 
about why zinc therapy works, but it 
is, together with diiodohydroxyquin, 
an outstanding example of successful 
drug therapy in heritable conditions— 
a source of encouragement should we 
despair. 

Also encouraging has been the dis- 
eovery and successful treatment of 
vitamin-dependent genetic disor- 
ders.** Generally, these conditions are 
inherited as autosomal recessive dis- 
orders and are characterized by a spe- 
cific biochemical abnormality that 
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is corrected only by pharmacologic 
doses of the vitamin in question in 
doses ranging from 10 to 1,000 times 
the physiologic requirement. Exam- 
ples of this are homocystinuria, Hart- 
nup disease, and methylmalonic aci- 
duria. Only in the first two conditions 
have dermatologic manifestations 
been described. The third disorder is 
of interest because it is correctable by 
the administration of large amounts 
of cyanocobalamin. The biochemical 
defect in the vitamin-dependent dis- 
orders is correctable in all cases, 
though clinical improvement may not 
necessarily ensue if permanent injury 
to the tissues has occurred.** Rosen- 
berg*® has postulated the activation 
of alternative biochemical pathways 
for processing the involved metabo- 
lites. If true, this may lead to the 
treatment of other diseases caused by 
inborn errors of metabolism not pres- 
ently treatable by drugs that need 
not be vitamins. 

Even where a frontal attack on the 
genetic disease is not possible, much 
can be accomplished in some disorders 
in alleviating symptoms caused by 
various complications, such as those 
resulting from secondary infection in 
cystic fibrosis or Hailey and Hailey 
disease. The recent reports of the suc- 
cessful use of f carotene to reduce 
photosensitivity are additional evi- 
dence. The complications of renal 
stones and nephropathy can be 
greatly controlled in patients with 
the Lesch-Nyhan syndrome by the ad- 
ministration of allopurinol. But the 
drug does not effect changes in the 
neurologic deficit even when given in 
the neonatal period.** 

The ultimate in surgical treatment 
would be the replacement of defective 
organs, but host-graft rejection has 
limited this approach in most organs, 
including the skin. The successful 
transplantation of bone marrow and 
possibly thymus is an important ex- 
ception. Transplantation of organs 
containing a deleted enzyme also 
has been attempted in Fabry disease, 
for example, transplantation of a kid- 
ney.*7** The autotransplantation of 
skin has been reported to provide 
considerable symptomatic relief in 
Hailey and Hailey disease, partic- 
ularly in cases of axillary involve- 
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ment.*® Regular phlebotomies can re- 
sult in substantial improvement in 
hemochromatosis as well as decreased 
cutaneous pigmentation.” Limited 
experience with the treatment of 
glycogen-storage disease (von Gierke 
disease) also has been encouraging, 
though it is still experimental. Here 
portacaval shunts and similar anasto- 
moses to bypass the liver have re- 
sulted in an enhanced glucose supply 
in the peripheral tissues and notable 
clinical improvement, including dis- 
appearance of eruptive xanthomas 
and improvement in rate of growth 
and frequency of infections.'*^ 
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Surgery also may be necessary for 
the treatment of degenerative compli- 
cations (colectomy for malignant pol- 
yposis of the colon in Gardner 
syndrome), for removal of endocrine 
adenomas and thyroid carcinoma in 
multiple endocrine adenomatosis, for 
correction of intestinal obstruction (in 
the Peutz-Jeghers syndrome), or for 
symptomatic relief (splenectomy for 
hemolytic anemia in congenital por- 
phyria). Finally, surgical correction to 
eliminate a major life-threatening 
complication has been successful in 
aortic replacement (for dissecting 
aneurysm) in Marfan syndrome and 
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In the serous inflammatory Mast cells rupture and release The rapidly spreading reac- 


process, plasma escapes between histamine, sustaining vasodilitation tion, which starts in the small veins 
the endothelial cells and out of the and capillary permeability. Lyso- and then the capillaries, is kept in 
blood vessels. Granulocytes, lympho- somal enzymes and the acid pH in operation by histamine, polypeptide 
cytes, monocytes and erythrocytes the pericapillary area of inflamma- and bradykinin, together w th cell 
find their way out through the cellular tion cause dissolution and disinte- breakdown products. 

gaps into the same area. gration of the collagenous filaments. 
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Fluecinonide, ñe steroid in TOPICALS 
Lidex* cream and oirtment and 


Topsyn* gel, is an effective anti- (FLUOCINONIDE) QO596 


inflammatory, vasocenstrictive and 
antipruritic agent. The fluocinonide FOR EFFICACY 
in each form of these Syntex topical 


preparations is 100% c issolved, so 
that it is readily availciole upon 
application 

Forthe inflamnaatory manifes- 
tations of all steroid-responsive 
dermatoses, Lidex and lopsyn topicals 
mean effective, full-potency therapy. 


RENDITION OF THE EFFECTS OF FLUOCINONIDE IN THE CAPILLARY AREA 
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Tight intercellular 
junction — returned to 
normal state 


Normal intercellusar 
bridge 


Basement membrane 
returned to normai state 


Pericytes returning to 
normal position 
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Lidex 0.05% cream 
(fluocinonide) 


DESCRIPTION 

LIDEX cream 0.05%, LIDEX ointment 0.05% and 
TOPSYN Gel 0.05% contain the active com- 
pound fluocinonide. Fluocinonide, which is 
the 21-acetate ester of fluocinolone acetonide, 
has the chemical formula 6a, 9a -difluoro-118, 
lóa, 17a, 21-tetrahydroxypregna-1,4-diene-3, 
20-dione, cyclic 16, 17-acetal with acetone 21- 
acetate. Its chemical structure is: 
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LIDEX cream contains fluocinonide in FAPG* 
cream, a specially formulated cream base 
consisting of stearyl alcohol, polyethylene 
glycol 6000. propylene glycol, 1, 2, 6-hexane- 
triol and citric acid. This white cream vehicle 
is greaseless, non-staining, anhydrous and 
completely water miscible. The base provides 
emollient and hydrophilic properties. In this 
formulation, the active ingredient is totally in 
solution. 

LIDEX ointment contains fluocinonide in a spe- 
cially formulated ointment base consisting of 
Amerchol CAB (mixture of sterols and higher 
alcohols), white petrolatum, propylene car- 
bonate and propylene glycol. It provides the 
occlusive and emollient effects desirable in an 
ointment. In this formulation the active ingredi- 
ent is totally in solution. 

TOPSYN Gel contains fluocinonide in a spe- 
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cially formulated gel base consisting of propyl- 
ene glycol, propyl gallate, disodium edetate, 
and Carbopol 940 (carboxypolymethylene) 
with NaOH and/or HCL added to adjust the 
pH. This clear, colorless, thixotropic vehicle is 
greaseless, non-staining and completely water 
miscible. In this formulation, the active ingredi- 
ent is totally in solution 


ACTIONS 

LIDEX (fluocinonide) cream and ointment and 
TOPSYN (fluocinonide) Gel are effective be- 
cause of their anti-inflammatory, antipruritic 
and vasoconstrictor action 


INDICATIONS 

LIDEX cream and ointment and TOPSYN Gel 
are intended for the relief of inflammatory 
manifestations of corticosteroid responsive 
dermatoses. 


CONTRAINDICATIONS 

Topical steroids are contraindicated in vac- 
cinia and varicella. Topical steroids are con- 
traindicated in those patients with a history 
of hypersensitivity to any of the components of 
the preparation. 


PRECAUTIONS 

If irritation develops, the cream, ointment or 
gel should be discontinued and appropriate 
therapy instituted. In the presence of an infec- 
tion the use of an appropriate antifungal or 
antibacterial agent should be instituted. 

If a favorable response does not occur promptly, 
the corticosteroid cream, ointment or gel 
should be discontinued until the infection has 
been adequately controlled. 

If extensive areas are treated, the possibility 
exists of increased systemic absorption and 
suitable precautions should be taken 
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and the 
fluocinonide gel 
known as 
Topsyn* 0.05% 
(fluocinonide) 





Although topical steroids nave not been 
reported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant 
females has not absolutely been established. 
Therefore, they should not be used extensively 
on pregnant patients, in large amounts or for 
prolonged periods of time 

LIDEX® (fluocinonide) cream and ointment and 
TOPSYNE (fluocinonide) Gel are not for oph- 
thalmic use. 


ADVERSE REACTIONS 
The following local adverse reactions have 
been reported with topical corticosteroids: 


buming folliculitis 

itching acneform aruptions 
irritation hypopigmentation 
dryness strae 


secondary infection skin atrophy 


DOSAGE AND ADMINISTRATION 

A small amount should be gently massaged 
into the affected area three er four times daily, 
as needed 


HOW SUPPLIED 

LIDEX 0.05% Cream - 15g, 30g and €0g 
tubes. 

LIDEX 0.05% Ointment — 15g, 30g and 60g 
tubes. 

TOPSYN Gel 0.05% — 15g and 60g tubes. 


Address medical inquiries tc 
Syntex Laboratories, Inc. 
Palo Alto, California 94304 


SYNTEX LABORATORIES, INC 


515. 


Before Vanseb. scanning electron micro- 


graph (I000x) show: common hair damage. 





After Vanseb. After 3 shampooings with 
Vanseb, another micrograph of the same hair 
shows that damage has beer greatly repaired. 


Look closely before 








The only difference between the photo on 
the lett and the photo on the right is a dandruff 


shampoo. Vanseb? 

Vanseb is the first antisebor- 
rheic shampoo taat actually repairs 
your patient’s damaged hair while 
it controls dandruff. It works on 
the frizzies as well as the flakes. 

What makes Vanseb unique is 
protein. Tests prove that protein 
reduces split ends, thickens the hair 
and increases tensile strength. 

To your patient, this means 
hair that’s manageable, soft and 


G. S. Herbert Laboratories Irvine, California 92664 U.S.A H 


you recommend another 
dandruff shampoo. 


silky. To you, it means a therapy that works 
because your patient will follow it. Even if 








frequent shampooing is necessary. 
For cases requiring a tar sham- 


‘poo, we make Vanseb®-T, also with 


protein. 

Everybody says their tar sham- 
poo is cosmetically elegant. Vanseb-T 
really is. It doesn’t look or smell 
like a tar shampoo. It produces 
abundant lather. And it leaves hair 
lustrous and easy to comb. 

Vanseb and Vanseb-T. To help 
the hair as well as the scalp. 


We fix more than Dandruff. 
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Av vulgaris is the single most 
common condition seen by der- 
matologists in the United States, and 
it accounts for 25% of patient visits in 
private practice.' It is treated with a 
variety of agents, including orally ad- 
ministered antibiotics. Ten percent of 
the tetracycline and 2% of the eryth- 
romycin produced for human use in 
the United States is prescribed by 
dermatologists for treating acne (un- 
published marketing data supplied by 
Alexander Lane, MD, Bristol Labora- 
tories, Syracuse, NY). Only pediatri- 
cians prescribe oral anti-infective 
agents more often than dermatolo- 
gists.’ 

Despite the extensive use of 
tetracycline and other orally adminis- 
tered antibiotics for the treatment of 
acne, the value of this form of ther- 
apy is still a matter of controversy. 
Much of the evidence suggesting a 
therapeutic effect was collected prior 
to the time when controlled clinical 
trials were the norm. Now that social 
change, governmental regulation, in- 
creasing scientific sophistication, and 
increasing patient awareness are forc- 
ing more critical drug evaluation, the 
time is ripe for a thorough review and 
analysis of evidence that is accept- 
able by today's standards. These re- 
quire controlled clinical trials.’ 

The Ad Hoc Committee on the Use 
of Antibioties in Dermatology of the 


Division of Research of the National 
Program for Dermatology (now part 
of the American Academy of Derma- 
tology) recently performed such a 
review to determine the rationale, 
efficacy, and safety of orally adminis- 
tered antibioties and sulfonamides in 
the treatment of acne vulgaris. This 
paper summarizes the committee's 
findings and conclusions. 


BACKGROUND 


The practice of treating acne vul- 
garis with systemically administered 
antibioties spans a quarter of a cen- 
tury. Ordinarily, the dose of anti- 
biotics employed ranges between two 
to four capsules daily, with the cose 
being reduced in usually four to eight 
weeks to three, two, or even one cap- 
sule daily, depending on the patient's 
response. Patients whose conditions 
are refractory may require higher 
doses. Concomitart therapies are 
used frequently ard include one or 
more of the following: skin cleansers, 
topical keratolytic and antiseborrhe- 
ic preparations; physical modalities, 
such as sunlight, ultraviolet light, car- 
bon dioxide slush, and liquid nitrogen; 
acne surgery with removal of come- 
dones and drainage of pustules, 
papules, and cysts; hormones, such as 
estrogens and oral contraceptives; in- 
tralesionally applied and systemically 
administered corticosteroids; system- 
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ically administeree vitamin A and 
topically applied tretinoin; adminis- 
tration of sulfones and diet restric- 
tion. 

Originally, the rationale for using 
antibiotics was based on the suppo- 
sition that the fommation of pus in 
acne lesions resulted from secondary 
bacterial infection. Bacterial studies 
demonstrating the frequent recovery 
of coagulase-positive staphylococci 
from acne pustules supported this 
view.‘ However, further examination 
revealed that the bacteria in acne le- 
sions comprised on y resident follicu- 
lar organisms (primarily the anaero- 
bic  diphtheroid, Corynebacterium 
acnes, and Staphylococcus epider- 
midis, biotype 1), raising doubts con- 
cerning the mechaaisms of action of 
antibiotics. 

Penicillin and sulfonamides were 
the first commonly employed anti- 
microbial agents. With increasing 
clinica! experience, penicillin ap- 
peared to be only marginally effec- 
tive, and sulfonamides, although 
widely prescribed, failed to correct 
the acne in many cases. Broad-spec- 
trum antibiotics Fave proven to be 
more consistently beneficial than sul- 
fonamides. Moreower, many cases of 
acne can be-eontroled by doses lower 
than those usually required to sup- 
press bacterial infections. 

Oral administrat. on of tetracycline, 
even in doses as small as 250 mg 
daily, results in a swnificant (P=.001) 
reduction of the fee fatty acid con- 
centration in sebum.’ The free fatty 
acids are the most irritating compo- 
nents of sebum and are most likely 
responsible for the formation of the 
inflammatory lesions of acne*’; there- 
fore, it has been reasoned that anti- 
biotic therapy achveves its beneficial 
effect by lowering the concentration 
of infammation-evoking free fatty 
acids. 

Bacterial inhibit:on and consequent 
reduction in lipase elaboration is be- 
lieved to be the mechanism respon- 
sible for suppressmg fatty acid re- 
lease from sebum triglycerides. The 
following limes of evidence support 
this view: (1) C ames is sensitive to 
broad-spectrum artibiotics in vitro‘; 
(2) the oral administration of broad- 
spectrum antibiotics reduces the 
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quantity of C acnes organisms*"*; (3) 
C acnes releases free fatty acid from 
triglycerides in vitro,'^'* and tetracy- 
cline can inhibit this effect; and (4) 
the activity of lipases of C aenes ori- 
gin can be reduced by broad-spectrum 
antibiotics in vitro.'^'' This observa- 
tion suggests that direct bacterial li- 
pase inhibition may be a major effect 
of antibiotic treatment. However, ery- 
thromycin reduces free fatty acids 
in sebum but has no effect on li- 
pases. The combination of trimeth- 
oprim and sulfamethoxazole also 
significantly (P<.01) reduces the 
surface free fatty acids.'* Thus, direct 
suppression of lipase-elaborating bac- 
teria is a more likely mechanism. 

Presently, there is no proof that the 
beneficial effect from broad-spectrum 
antibioties results solely from a de- 
crease in free fatty acids. There have 
been no controlled studies that have 
demonstrated an unequivocal cause- 
and-effect relationship between free 
fatty acid inhibition and clinical im- 
provement.’ 


EFFICACY 


In reviewing efficacy, only con- 
trolled clinical trials were considered, 
ie, double-blind studies with placebo 
or double-blind crossover studies with 
placebo. These studies had in common 
only the general experimental design 
and were difficult to interpret in ag- 
gregate form because of the follow- 
ing: (1) lack of a standard means of 
classifying acne, (2) neglect of the 
natural history of acne in estimating 
the placebo effect, (8) possible carry- 
over effects of therapy in crossover 
studies, (4) overemphasis on statisti- 
cal significance testing with concur- 
rent underemphasis on estimating 
degree of efficacy, (5) vagueness of 
definitions of severity of disease, (6) 
incomparability of scales of measure- 
ment to quantitate the degree of re- 
sponse, and (7) absence of long-term 
studies. These problems are common 
to other drug efficacy studies. 

The studies also varied in the type 
or congener of antibiotic tested, the 
dosage and duration of treatment, 
the amount of exposure to sunlight, 
and the inclusion of concomitant local 
therapies. Despite these difficulties, 
the committee was able to extract 
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data for informed judgment concern- 
ing efficacy. 

In all instances, the authors 
recorded the number ef patients re- 
ceiving a drug or placebo. Some stud- 
ies failed to report the number of pa- 
tients improved, and therefore the 
percent improved and the relative 
difference (see definition given later) 
could not be calculated. For the sake 
of standardization, the results in the 
tables were reported as "improved" 
or "not improved." Criteria for "im- 
proved" were those classified as fair, 
good, excellent, or as manifesting a 
26% to 100% response (ie, a 26% to 
100% decrease in severity). 

These criteria were selected be- 
cause the classifications reporting de- 
grees of improvement were not homo- 
geneous and because those patients 
judged to have experienced minimal 
improvement (those classified as poor 
or worse or as manifesting 0% to 25% 
response) could not be differentiated 
from patients with no improvement. 

Statistical significance was deter- 
mined by either the x? test with 
Yates’ correction or Fisher’s exact 
test as appropriate to the data listed 
in the tables. Discrepancies between 
probability values presented in the 
tables and those presented in each ar- 
ticle can be attributed to various 
causes, such as the use of a one-tailed 
test or the division of patient groups 
between the categories “good” or 
“improved” rather than “improved” 
or “not improved” to determine sta- 
tistical significance. 

To measure the benefit conferred 
by administering a systemic anti- 
biotic to patients with acne, it is nec- 
essary to consider that some patients 
improve for reasons other than the 
therapy administered. Calculation of 
the relative difference’ provides a di- 
rect measure of the degree of benefit 
attributable to the drug alone. The 
relative difference refers to the pro- 
portion of patients who improved 
when they received antibiotic therapy 
who otherwise would not have im- 
proved because of the usual course of 
the disease, to concomitant therapies, 
or to a placebo effect. It is calculated 
by subtracting the percentage of pa- 
tients who respond to placebo from 
the percentage of drug responders 
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Table 1.—Data From Clinical Trials Comparing Systemically Administered Tetracycline 


Authors Year 
Wansker?! 1961 
Hicks22 1962 
Smith et al23+ 1962 
SteWart et al24 1963 
Crounse?5 1965 


Drug 
Tetracycline 
Demeclocycline 
Demeclocycline 
Tetracycline 
Tetracycline 


to Placebo in Treatment of Acne Vulgaris 
No. Treated 
Placebo 


Drug Drug 


demeclocycline 


1965 


1965 
1966 
1968 
1968 
1969 
1970 


Knox & Owens?26 


Stewart et al?7 

Fry & Ramsay?? 
Witkowski & Simons? 
Ashurst30 

Lane & Williamson?! 
Plewig et al32 


Demeclocycline | 


Tetracycline 
Tetracycline 
Demeclocycline 
Tetracycline 
Tetracycline 
Doxycycline 


96 Improved* 


Statistical Differ- 


Placebo Significance 


68 (+14) 


(=8) 

64 (+15) 
71 (+14) 
20 (+11) 


P < .001 
P= .01 
P — .004 
P —.14 





“In the study of Wansker;?! 26 (7296) of the drug-treated patients did better than the placebo-treated patients, and in that by Knox and 
Owens,26 20 (54%) of the drug-treated patients did better than the placebo-treated patients (P = .01). 


t Single-blind study (physician blind). 
i Crossover study. 


8 NA, information not available from original source in a form suitable for standard tabulation and analysis. 


and dividing this figure by 100% 
minus the percentage of placebo re- 
sponders. 

The symbol “(+)” signifies the 
standard error of the proportion (per- 
centage) given as the relative differ- 
ence. This indicates the precision of 
the estimate of efficacy represented 
by the percentage figure. 

The evidence bearing on the effi- 
cacy of the tetracyclines in the treat- 
ment of acne vulgaris is summarized 
in Table 1, which lists 12 studies? 
containing 14 drug treatment trials 
that compared a tetracycline to a pla- 
cebo. Six trials revealed the tetracy- 
clines to be significantly better than 
the placebo at the 5% level; six dem- 
onstrated no significant difference; 
and the data from two were inap- 
propriately reported for our statisti- 
cal analysis. Six of the 12 adequately 
reported trials demonstrated a rela- 
tive difference of 50% or greater 
(range, 58% to 71%). 

The lack of statistical significance 
in five trials appeared to be due to 
such factors as small sample size, 
short duration of treatment, insuf- 
ficiently long rest periods between 
crossover studies, and differing inter- 
pretations of degrees of severity by 
different investigators. 

Table 2 summarizes the results of 
the other placebo-controlled anti- 
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biotic trials.?'2*275»-5* The trials pro- 
vided evidence of a great beneficial 
effect for lincomycin and sulfadi- 
methoxine but not for penicillin. 
Clindamycin, erythromycin, and a 
trimethoprim and sulfamethoxazole 
combination were tested, but the re- 
sults were reported in ways that 
made the degree of efficacy difficult to 
determine. 

In some double-blind trials, com- 
parisons were made between one an- 
tibiotic and another rather than be- 
tween antibiotics and placebos. The 
results of these studies (Table 3) pro- 
vide a measure of relative efficacy or 
equivalency. Erythromycin,” clomo- 
cycline,*® sulfadimethoxine,”’ and the 
trimethoprim-sulfamethoxazole com- 
bination’? were approximately as ef- 
fective as a tetracycline or oxytet- 
racycline, but penicillin was much 
less effective. Comparisons between 
congeners of tetracycline showed no 
statistically significant differences in 
efficacy. 

These 21 studies comprise the liter- 
ature on this subject in the English 
language that meets present require- 
ments for establishing drug efficacy. 
Unfortunately, no reliable mecha- 
nism exists to enable dermatologists 
to pool their uncontrolled clinical data 
to demonstrate the efficacy of anti- 
bioties for the treatment of acne. On 


the basis of clinical experience, how- 
ever, most dermatologists believe 
that antibiotics are effective for the 
majority of patients with acne. 


SAFETY 
General Considerations 


To determine the relative safety 
of the systemic antimicrobial agents 
used to treat acne vulgaris, the com- 
mittee reviewed and analyzed the lit- 
erature pertinent to the target popu- 
lation. The years in which persons are 
susceptible to acne were selected as 
10 to 45 years, thereby excluding in- 
fants, young children, and the elderly. 

General reviews of tetracyclines by 
Clendenning? and Kunin“ discuss 
the common, uncommon, and rare 
side-effects of the tetracyclines. This 
information may be summarized as 
follows: (1) in general, gastrointesti- 
nal complications are mild and in- 
frequent when tetracycline is given 
to nondebilitated individuals; (2) a 
dose of antibiotic that is well-tol- 
erated in a normal person may be 
poorly tolerated when administered 
to patients suffering from physiolog- 
ic and anatomic defects interfering 
with drug excretion; (3) in renal in- 
sufficiency, oxytetracycline, tetracy- 
cline, and demecloeycline persist for 
longer periods in the circulation and 
are relatively more toxic than chlor- 
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Table 2.—Data From Clinical Trials Comparing Systemically Administered Non-tetracycline 
Antimicrobials to Placebo in Treatment of Acne Vulgaris 


Relative 
Statistical Differ- 
Drug Placebo Significance ence (%) 
NAS NA NA 
15 (+18) 
5 (+25) 
58 (+19) 


No. Treated 96 Improved* 


Year 
1961 
1962 
1965 
1966 


Authors 
Wansxer?! 
Smith et al23+ 
Stewart et al?” 
Savin & Turner? 


Drug Drug Placebo 
Erythromycin 18 17 
Penicillin 16 16 31 19 
Penicillin 47 50 


Novobiocin & 23 19 
tetracycline 


Sulfadimethoxine 79i 78+ P —.003 42 (+10) 

Lincomycin 30t 30t P — .001 96 (+4) 

Clindamycin 39t 39t NA NA 

Trimethoprim & 43t 431 NA NA 
sulfamethoxazole 

Trimethoprim & 33t 33t NA NA 
sulfamethoxazole 


Witkowski et al34 
Hall et al35 
Smith et al36 
Hersle? 


1966 
1968 
1971 
1972 


MacDonald et al38 1972 





* In the study by Wensker,?! 13 (72%) of the drug-treated patients did better than the placebo-treated patients. In that by Smith et al,% 
22 (56%) of the patients preferred clindamycin; seven (18%) preferred placebo; ten (26%) expressed no preference. In the study of Hersle,? 
acne scores decreasec significantly in drug-treated but not in placebo-treated patients (P < .05). In that by MacDonald et al,38 acne scores 
did not differ significastly between drug- and placebo-treated patients (P < .05). 

t Singie-blind study physician blind). 

i Crossover study. 

8 NA, information no: available for standard tabulation and analysis. 


Table 3.—Data From Clinical Trials Comparing Efficacy of Systemically Administered 
Antimicrobials in Treatment of Acne Vulgaris 


Relative 
Differ- 


No. Treated % Improved* 


Ss ESS Statistical 


Year 
964 
965 


Authors 
Cornbleet?? 
Stewart et al” 


Drug A 
Demeclocycline 


Tetracycline 
Tetracycline 
Tetracycline 


Clomocycline 
Doxycycline 


. 968 
1969 
1971 


Ganpule4 
Juhlin & Liden4! 


Drug B DrugA Drug B 
Tertacycline 50 50 


Penicillin 49 47 
Erythromycin 58 54 
Sulfadimethoxine 62 59 


Oxytetracycline 21 21 
Oxytetracycline 28t 28t 


DrugA DrugB 
100 100 


88 64 
97 93 
94 88 


81 71 
NAF NA 


Significance 


P= 01 
P — .61 
P= AT 

= 


ence (%) 


67 (+14) 
57 (+38) 
50 (+31) 
34 (+37) 
NA 


Cotterill et ai4? 


Trimethoprim & 


Oxytetracycline 25 TM 


44 i 21 (+19) 


sulfamethoxazole 





“Acne scores did aot differ significantly between treatments with each drug. 


t Crossover study. 


t NA, information nc- available for standard tabluation and analysis. 


tetracycline; (4) the antibiotics that 
can be used with full safety, even 
when severe kidne failure is present, 
are those that are primarily metabo- 
lized in the liver, eg, erythromycin, 
chlortetracyceline, snd doxycycline; (5) 
tetracycline has been associated with 
hepatic necrosis and death in preg- 
nant women with pyelonephritis but 
only when given in large doses in- 
travenously (more than 2 gm/day). 
Allergic reactims to tetracycline 
are rare—they inclade fixed eruptions, 
urticaria, angioneurotic edema, ery- 
thema multiforme, exfoliative der- 
matitis, and anapaylactoid reactions. 
By 1967, only ten cases of anaphylaxis 
(none fatal) had been reported.** 
Inhibition of p»otein synthesis by 
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tetracyclines has been demonstrated, 
but the effect on nitrogen metabolism 
is not usually clinically important, ex- 
cept in persons with impaired renal 
function.*? 

Doxycycline is derived synthet- 
ically from  oxytetracyclire and 
shares similar properties and side- 
effects. The lower dosage and less fre- 
quent administration of doxycycline 
offers some advantage over other tet- 
racyclines. 

Nephrogenic diabetes insipidus oc- 
curred in eight of 24 patients treated 
with demeclocycline for acne.*® The 
renal concentrating defects were 
drug-related, dose-dependent, and 
rapidly reversible on discontinuing 
administration of the drug. None of 
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the ten patients receiving the lowest 
dose (150 mg/day) developed the syn- 
drome. 

Erythromycin in the form of its 
base and two salts, ethylsuccinate 
and stearate, is relatively nontoxic. 
Nausea, vomiting, cramping, and 
diarrhea occur infrequently with 
usual oral doses. Hepatic dysfunction, 
with or without jaundice, has oc- 
curred, chiefly in adults in association 
with erythromycin estolate adminis- 
tration.“ This syndrome seems to re- 
sult from a form of sensitization, oc- 
curs chiefly in adults, reappears 
within 48 hours of readministering 
the drug, and has reversed when the 
medication is discontinued. 

Lincomycin and its derivative, clin- 
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Table 4.—Adverse Effects Noted During Clinical Trials of Systemically Administered 
Tetracyclines in Treatment of Acne Vulgaris 










No. Patients React- 

















ing/ No. Treated % Reacting 
Pe ee ————————— — Statistical Frequency of 
Authors Drug Drug Placebo Drug Placebo Significance Specific Reactions 

Ashurst30 Tetracycline 1/22" 0/22* 5 0 P > .99 Nausea (drug, 1) 

Crounse?5 Tetracycline 3/41* 1/42* 7 2 P= .59 Photosensitivity (drug, 3; 
placebo. 1) 

Fry & Ramsay?? Tetracycline NAT/25* NA/25* NA NA NA No mention of side-e*fects 

Lane & Williamson?! Tetracycline 1/24 0/27 4 0 = .94 Discomfort with contact lenses 
(drug, 1) 

Stewart et al (1963)24 Tetracycline 0/53 0/55 0 0 PA No side-effects 

Stewart et al (1965)27 Tetracycline 2/49 0/50 4 0 P-—.7 Black hairy tongue (drug, 1); 
nausea (drug, 1) 

Wansker?! Tetracycline 0/36 0/17 0 0 T? No side-effects 

Crounse?5 Demeclocycline 15/42* 1/42* 36 2 P — .001 Photosensitivity (druc, 15; 
placebo, 1) 

Hicks22 Demeclocycline 15/301 016 50 0 P= .001 Photosensitivity (druc, 11); 






gastrointestinal disturbances 
(drug, 2): postinflammatory 
onycholysis (drug, 2) 

Knox & Owens?6 Demeclocycline 2/77} 2/71¢ 3 3 P = 67 Gastrointestinal complaints 
(drug, 2; placebo, 1); 
fatigue (placebo, 1) 















Smith et al (1962)23 Demeclocycline 2/18 0/22 11 0 P= 39 Diarrhea (drug, 2) 
Witkowski & Simons? Demeclocycline NA/89* NA/90* NA NA NA No mention of side-effects 
Plewig et al32 Doxycycline 0/62* 0/62* 0 0 va No side-effects 





* Crossover study. 
T NA, information not available. 
i Partial crossover study. 





Table 5.—Adverse Effects Noted During Clinical Trials of Systemically Administered 
Non-tetracycline Antimicrobials in Treatment of Acne Vulgaris 










No. Patients React- 


























ing/ No. Treated % Reacting 
PO Te a ee unns Frequency of 
Authors Drug Drug Placebo Drug Placebo Significance Specific Reactions 
Smith et al Clindamycin 3/40* 1/40* 8 3 P — .61 Frequent stools (crug, 1); dizziness 
(1971)36 (drug, 1); urticaria (drug, 1); acnei- 
form eruption and pruritis of 
chest and back (placebo, 1) 
Wansker?! Erythromycin 0/18 0/17 0 0 bes No side-effects 
Hall et al35 Lincomycin 7/30* 1/30* 23 3 P = .05 Abdominal cramps and diarrhea 
(drug, 1); frequent, loose stools 
(drug, 5); diarrhea (placebo, 1); 
sore throat (drug, 1) 
Savin & Turner33 Novobiocin & 3/23 1/19 13 5 P= .76 Diarrhea and dryness of oral mucosa 
tetracycline placebo, 1); severe headaches 
(drug, 1); increased number of 
epileptic seizures (drug, 1); 
diffuse macular drug eruption 
(drug, 1) 
Smith et al Penicillin 0/20 0/22 0 0 "T Side-effects other than ‘‘minor 
(1962) symptoms” denied 
Stewart et al27 Penicillin 3/47 0/50 6 0 P = .22 Diarrhea (drug, 2); 
urticaria (drug, 1) 
Witkowski et al34 Sulfadimethoxine 3/79* 0/78* 4 0 P= .25 Generalized morbilliform eruption 
(drug, 1); headaches (drug, 1); 
nausea (drug, 1) 
Hersle37 Trimethoprim & sulfa- 0/42* 0/43* 0 0 -— No side-effects 
methoxazole 
MacDonald et al38 Trimethoprim & sulfa- 2/35* 0/35* 6 0 P —.47 Dizziness and headaches (drug, 1); 
methoxazole red macular rash (drug, 1) 







* Crossover study. 
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damycin, may cause severe and per- 
sistent diarrhea. The colitis begins 
during or shortly atter completion of 
therapy and ean last for weeks de- 
spite cessation of administration of 
the  drug.5^" Antibiotic-related 
deaths from severe colitis and intesti- 
nal perforation have been reported,** 
but the risk of fatal complications 
remains undetermined. One nonfatal 
ease of severe colitis has been re- 
ported in a patient with acne who was 
treated with clindamycin.” 

The  trimethoprim-sulfamethoxa- 
zole combination shows the pattern 
and relative incidence of adverse re- 
actions expected from a sulfonamide 
of low toxicity.” It is contraindicated 
during pregnancy and the nursing 
period* and has been approved only 
for short-time use in the treatment of 
urinary tract infections. 


Specific Considerations 


Most patients with acne are other- 
wise healthy and are treated on an 
outpatient basis with low doses of an- 
tibiotics (equivalert to 1 gm or less 
of tetracycline hydrochloride daily). 
Therefore, inpatiert experiences with 
seriously ill or immunologically com- 
promised patients, who constitute 
many of the drug-reaction cases cited 
in the literature, are inappropriate 
standards for comparison. The most 
germane information concerning side- 
effects is that which has been derived 
from patients who have acne. 

Despite the larze clinical experi- 
ence with the eral antimicrobial 
agents used in the treatment of acne, 
only 13 studies contained controlled 
data concerning the type and fre- 
quency of side-effects (Table 4 and 5). 
No serious adverse reactions were 
noted in the 768 antibiotic-treated pa- 
tients enrolled in studies in which 
side-effects were reported. Possible 
minor side-effect: occurred in 61 
(7.9%) of the drug-treated patients 
and in seven (0.9%) of the place- 
bo-treated patients. Phototoxicity 
associated with administration of 
demeciocycline in two studies," ac- 
counted for 43% of all the side-effects 
reported in patients receiving antibi- 
otics. 

There have been no reports of over- 
whelming infections due to drug-re- 
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sistant microorganisms in patients 
with acne who have received pro- 
longed courses of systemic antibiotic 
treatment. No increased tendency to 
develop any sort of infection was ob- 
served in a study that compared 51 
patients with acne on low dosages of 
tetracyclines for more than six 
months (mean, 16 months) to 51 
healthy controls. In the population 
with acne, Candida albicans vaginitis 
and Gram-negative folliculitis of the 
face and neck are the only super- 
infections that have been encoun- 
tered.‘ The latter condition is uncom- 
mon, has a predilection for male 
patients receiving long-term therapy, 
and requires specific systemic anti- 
biotic treatment directed against the 
Gram-negative organism. 

A 1972 review of 12 acne therapy 
studies (11 uncontrolled) involving 
999 tetracycline-treated patients re- 
vealed 215 instances (22%) of possible 
side-effects, including transient labo- 
ratory abnormalities.” The effects 
were not incapacitating, occurred 
early in the course of therapy (usually 
within the first two months), and did 
not persist. Added to the review were 
202 patients on low-dosage tetracy- 
cline therapy (1 gm or less per day) 
who had been examined at two- to 
six-week intervals for 1 to 21 months. 
Twenty-seven (13%) of these patients 
developed a possible side-effect, in- 
cluding 16 with yeast vaginitis and 
seven with gastrointestinal distur- 
bances. Whether some or all of these 
effects would have occurred if they 
had not been receiving tetracycline 
therapy is impossible to determine; to 
study adverse drug reactions, proper 
controls are just as important as in 
any other form of clinical investiga- 
tion.^5 

No toxic effect on the blood ele- 
ments was demonstrable in 22 pa- 
tients with acne following five 
months of tetracycline therapy at 500 
mg/day’; and no marked differences 
in levels of blood urea, total serum 
bilirubin, serum glutamic oxaloacetic 
transaminase, or serum alkaline 
phosphatase were found in 170 pa- 
tients with acne receiving long-term 
oxytetracycline therapy (500 mg/day 
for 1 to 24 months) when compared 
with 76 patients with acne who were 
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not receiving antibiotics.” 

Tests before and after a three- 
month course of sulfamethoxazole 
therapy (1 gm daily) in 114 patients 
with acne revealed no substantial al- 
terations in complete blood cell 
counts, urinalyses, serum glutamic 
pyruvie transaminase, serum alkaline 
phosphatase, and total serum bilirubin 
levels, or thymol turbidity.” 

In weighing risk vs benefit in the 
treatment of patients with acne, the 
physician must consider the outcome 
of not treating the patient with sys- 
temically administered antibiotics be- 
cause of concerns about safety. Fail- 
ure to prescribe the most effective 
treatment will greatly increase the 
number of patients who develop se- 
vere scarring, a complication that 
often has lifelong psychological, so- 
cial, and eeonomic consequences. No 
one can regard the pain and dis- 
figuration suffered by patients with 
acne as trivial; therefore, it is as 
much the physician’s responsibility to 
provide maximally effective treat- 
ment as it is to avoid undesirable 
side-effects. 


CONCLUSIONS 


After reviewing the available in- 
formation, the committee concluded 
the following. 

Tetracycline is a rational, effective, 
and relatively safe drug for use in 
the treatment of acne vulgaris when 
given in a dosage of 1 gm or less per 
day for long-term therapy. The drug 
is not curative; not all patients re- 
spond; and the incidence of relapse, 
when therapy is discontinued, is un- 
known. Chlortetracycline and oxytet- 
racycline are alternative choices. 
Doxycycline may also be effective, but 
there is insufficient evidence on this 
point. Demeclocyline causes photo- 
sensitivity reactions in a substantial 
number of patients; this must be con- 
sidered in treating patients exposed 
to sunlight. 

Erythromycin in the form of its 
base and the ethylsuccinate and 
stearate salts is a reasonable, effec- 
tive, and relatively safe drug for al- 
ternative therapy. 

The previously mentioned drugs 
are effective and relatively safe for 
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treatment and suppression of the de- 
velopment of acne pustules, papules, 
and cysts. They are not effective for 
the treatment of comedones. 
Lineomycin and clindamycin ap- 
pear to be effective and relatively 
safe alternative drugs. Nevertheless 
it would be prudent to avoid use of 
the drugs for the treatment of acne 
until evidence shows that the risk of 
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serious side-effects is acceptably low. 

Systemically administered novobio- 
cin and penicillin are judged to be less 
appropriate for the treatment of acne 
vulgaris, unless specific indications 
exist for their use (usually bacterial 
cultures with antibiotic sensitivity 
determinations). 

Clinical experience has not yet ade- 
quately confirmed the efficacy and 
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effective, easy-to-use therapy 
for your acne patient. 


You encourage your acne patient to wash 
frequently and thoroughly. Recommend- 
ing a special, therapeutic soap can 
strengthen that part of your acne regimen 
by helping to insure patient cooperation 
and by providing enhanced cleansing for 
the oily skin. 


Acne-Aid® detergent soap is the specific 
soap for this important treatment step. 
Patient acceptability begins with the psy- 
chologically correct name and it's sustained 
by the excellent cosmetic qualities of the 
rich-lathering blend of neutral soap and 


surfactants, the clean feeling after use and 
the generous bar size. Therapeutically, 
Acne-Aid gently and effectively cleans and 
degreases oily skin in preparation for 
other topical agents you prescribe. Acne- 
Aid detergent soap. Effective, easy-to-use 
therapy for your acne patient. Supplied 
in 4.1 oz. bars. Professional samples on 
request. 
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Now Cetaphil is a gentle, non-irritating 









Introducing 
Furobate zore 
Lotion 0.025% 









oil and fat free vehicle for Flurobate. 


Now »etamethasone benzoate, one of 
the newest corticosteroids, is available in 
our famous Cetaphil vehicle. 

Each complements the other. 

When combined with Cetaphil, be- 
tamethasone benzoate applies an effective 
vasoconstrictive action to inflamed skin. 

For this application, Cetaphil Lotion 
is an ideal vehicle for its fluorinated cor- 
ticosteroid. Cetaphil spreads easily. Is 
scothing ard cooling. Non-irritating. And 
free of fats and oils. Flurobate Lotion is less 
expensive fhan most other corticosteroid 
lotions. 

For tne relief of the inflammatory 
manifestations of eczematous dermatoses", 
our new loton is a welcome addition to 
the Fluroba*e family. 


*Has not been shown to be effective in psoriasis. 








(BETAMETHASONE BENZOATE) 


A short time ago, Flurobate was 
introduced in a hydrophilic, emollient 
cream base: 


Flurobate Cream 0.025% 


(BETAMETHASONE BENZOATE} 

Flurobate Cream combines the 
fluorinated corticosteroid, betamethasone 
benzoate, in a cosmetically elegant emol- 
lient base. The cream base lubricates the 
skin, while the corticosteroid exerts its anti- 
pruritic, anti-inflammatory, and vaso- 
constrictive action. 

The mineral oil and petrolatum in 
the vehicle help soften scales and 
plaques, leaving the treated areas more 
supple and smooth. 


Flurobate was first introduced 
in a rapid-release gel vehicle: 


Flurobate Gel 0.025% 


(BETAMETHASONE BENZOATE) 

The gel vehicle enhances the vaso- 
constrictive activity of betamethasone 
benzoate. And because the fluorinated cor- 
ticosteroid is completely solubilized in a gel 
base, its delivery to the treated areas is as- 
sured. 

Flurobate Gel is transparent and in- 
visible after application. And it's non-sticky, 
non-staining, quick-drying, and water- 
washable. 


See last page for prescribing information. 





The rapidly growing Flurobate 
family now includes three vehicles for 


betamethasone benzoate: 
-— Gel, Cream, and the Lotion. 


Each vehicle has its own unique qualities. 

The Gel, which gives a rapid and com- 
plete release of the corticosteroid. 

The Cream, which softens and lubricates 
while it medicates. 


FLUROBATE® 

(betamethasone benzoate) 

LOTION 0.025% 

CAUTION: Federal law prohibits dispens- 
ing without a prescription. 

DESCRIPTION: Flurobate Lotion 0.02596 
contains the active steroid compound be- 
tamethasone benzoate, the 17-benzoate 
ester of betamethasone, having the chemi- 
cal formula 9a-fluoro-118, 17, 21-tri- 
hydroxy-168-methylpregna-1, 4-diene-3, 
20-dione, 17-benzoate. 

Flurobate Lotion contains betamethasone 
benzoate in a water miscible, oil and fat-free 
lotion vehicle consisting of propylene 
glycol, cetyl alcohol, stearyl alcohol, 
methyl, propyl, butyl parabens, sodium 
lauryl sulfate and purified water. 

ACTIONS: Flurobate Lotion is effective be- 
cause of its anti-inflammatory, antipruritic 
and vasoconstrictive action. 

INDICATIONS: For the relief of the inflam- 
matory manifestations of eczematous der- 
matoses. Flurobate Lotion has not been 
shown to be effective in psoriasis. 
CONTRAINDICATIONS: Topical steroids 
are contraindicated in viral diseases of the 
skin, such as varicella and vaccinia. 

Topical steroids are contraindicated in 
those patients with a history of hypersen- 
sitivity to any of the components of the prep- 
aration. 

PRECAUTIONS: This preparation is not for 
ophthalmic use. 

If irritation or sensitization develops, the 
lotion should be discontinued and appro- 
priate therapy instituted. 

In the presence of an infection, the use of ap- 
propriate antifungal or antibacterial agents 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection 
has been adequately controlled. 

If extensive areas are treated, or if the occlusive technique is used, the possibility 
exists of increased systemic absorption of the corticosteroid and suitable precau- 
tions should be taken. 

Although topical steroids have not been reported to have an adverse effect on 
pregnancy, the safety of their use in pregnant females has not absolutely been 
established. Therefore, they should not be used extensively on pregnant patients, or 
in large amounts, or for prolonged periods of time. 

ADVERSE REACTIONS: The following local adverse reactions have been reported 
with topical corticosteroids: burning, itching, irritation, dryness, folliculitis, hyper- 
trichosis, acneform eruptions, and hypopigmentation. The following may occur more 
frequently with occlusive dressing than without such therapy: maceration of the skin, 
secondary infection, skin atrophy, striae, and miliaria. 

DOSAGE AND ADMINISTRATION: Apply to affected areas 3 to 4 times dai ly as needed. 
HOW SUPPLIED: Flurobate Lotion is supplied 15 ml (NDC 0064-3938-50) and 
60 ml (NDC 0064-3938-02) bottles. 


FLUROBATE® FLUROBATE® 
(betamethasone benzoate) (betamethasone benzoate) 
GEL. 0.025% CREAM 0.025% 


For external use only 
CAUTION: Federal law prohibits dispensing without prescription. 

Flurobate Gel and Flurobate Cream contain the active fluorinated steroid com- 
pound, betamethasone benzoate, the 17-benzoate ester of betamethasone. 

Each gram of 0.025% Gel contains 0.25 mg of betamethasone benzoate in a 
specially formulated gel base consisting of 13.8% (w/w) alcohol, carboxyvinyl-polymer, 





And the Lotion, which has a Cetaphil base 
for gentle application and spreadability. 

Together, the newly expanded Flurobate 
family offers you even more versatility in treating 
corticosteroid-responsive dermatoses.* 


"Only Flurobate Lotion has not been shown to be effective in pscriasis. 


propylene glycol, disodium edetete, diiso- 
propanolamine and purified water. The gel is 
self-liquefying, clear, greaseless and non- 
staining. The active ingredient is completely 
solubilized and remains in the clear film 
without crystallization after evaporation of 
volatile substances. 

Each gram of 0.025% Cream contains 
0.25 mg of betamethasone benzoate in 
water-washable emollient cream base con- 
sisting of ethoxylated steary! alcchol, cetyl 
alcohol, petrolatum, mineral oil, isopropyl 
Stearate, propylene glycol, sodium lauryl 
sulfate, polyethylene glycol, sodiun acetate 
and acetic acid as buffers, and propyl- and 
methylparaben as preservatives. 

ACTIONS: Flurobate Gel and Fiurobate 
Cream are effective because of their anti- 
inflammatory, antipruritic and vasoconstric- 
tive actions. 

INDICATIONS: Flurobate (betamethasone 
benzoate) Gel and Cream are intended for 
relief of the inflammatory manr'estations 
of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids 
are contraindicated in viral diseases of the 
skin, such as varicella and vaccinia. Topical 
steroids are contraindicated in patients with 
a history of hypersensitivity to eny of the 
components of the preparations. 

Flurobate (betamethasone benzoate) Gel 
and Cream are not for ophthalmic use. 
PRECAUTIONS: If irritation cevelops, 
Flurobate (betamethasone benzoate) Gel 
and/or Cream should be discont nued and 
appropriate therapy instituted. 

Inthe presence of an infection, the use of ap- 
propriate antifungal or antibacterial agents 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection 
has been adequately controlled. 

If extensive areas are treated, or if the 
occlusive technique is used, the possibility exists of increased systemic absorption 
ofthe corticosteroid, and suitable precautions should be taken. 

Although topical steroids have not been reported to have an adverse effect on 
pregnancy, the safety of their use in pregnant females has not absolutely been 
established. Therefore, they should not be used extensively on pregnant patients, or 
in large amounts, or for prolonged periods of time. 

Due to the alcohol content of the vehicle, Flurobate Gel (betamethesone ben- 
zoate) may cause mild, transient stinging withouit irritation if used on exco iated skin. 
ADVERSE REACTIONS: The following local adverse reactions have been reported 
with topical corticosteroids: burning sensations, itching, irritation, dryness, fol- 
liculitis, secondary infection, skin atrophy, striae, hypertrichosis, acneform eruptions 
and hypopigmentation. 

The following may occur more frequently under occlusive dressings with Fluro- 
bate Cream than without such therapy: maceration of the skin, secondary infection, 
skin atrophy, striae, and miliaria. 

DOSAGE AND ADMINISTRATION: Apply to affected areas 2 to 4 times daily as 
needed. 

SUPPLIED: Flurobate Gel 0.02596 is supplied in 15 gram (NDC 0064-3939-30) and 
60 gram (NDC 0064-3939-02) tubes. 

Flurobate Cream 0.02596 is supplied in 15 gram (NDC 0064-3940-30) and 60 gram 
(NDC 0064-3940-02) tubes. 

MANUFACTURED BY: Warner-Lambert Company, Morris Plains, N.J. 07950 
DISTRIBUTED BY: Texas Pharmacal Company, San Antonio, Texas 7829€ 
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AD: AAD REPORT 


News and Information from the American Academy of Dermatology 


Profile ef a President: Harry L. Arnold, Jr. 

This month, a new president takes over the leadership 
of the American Academy of Dermatology. At the conclu- 
sion of the 34th annaal meeting in San Francisco, Rudolf 
L. Baer of New York City turned the badge of office over 
to Harry L. Arnold, Jr., of Honolulu, Hawaii. 

Few members of the academy are better known in the 
specialty of dermatelogy than Harry Arnold; few have 
been associated with academy affairs for a longer period 
of time. 

Dr. Arnold was elected to the AAD Board of Directors 
three different times. His first term of office began in 
1948—28 years ago. Ee was subsequently elected to three- 
year terms in 1962 and in 1978. 

The Hawaii physician served as vice-president of the 
academy in 1965—and, for the past year, has had the dis- 
tinction of serving as the AAD’s first President-Elect (af- 
ter an AAD By-Laws change last year created the office of 
president-elect, Dr. Arnold was the first person to be 
voted into the office) 

Another role that Harry Arnold has played is spokes- 
man for the specialty in the American Medical Associa- 
tion’s House of Delegates. 

Dr. Arnold learned to be a "medical politician” as a dele- 
gate from Hawaii tc the AMA House of Delegates from 
1956 to 1961, when he relinquished the position to become 
secretary of the Sec-ion on Dermatology. Shortly there- 
after (1965), he was chosen as the alternate delegate to 
the AMA by the Section on Dermatology. Since that time, 
he has served continaally—first as the alternate delegate 
and since 1974 as the delegate. 

The Hawaii dermetologist’s leadership in his specialty 
also has been sought by other national and regional orga- 
nizations. He was a sounding member and first president 
of the Hawaii Dermztological Society (1943); secretary of 
the AMA Section on Dermatology (1961-1963) and its 
chairman (1964); president of the American Dermatologi- 
cal Association (1975s; president of the Pacific Dermato- 
logic Association (1968); and vice-president for the United 
States of the International Society for Tropical Dermatol- 
ogy (1959-1964). 

Dr. Arnold has not been content to limit his contribu- 
tions to erganizations within his specialty. He was presi- 
dent of the Honolulu County Medical Society (1949), the 


Charles P. DeFeo, Jr., M.P., New York, N.Y., Editor; Stephen T. Donohue, 
New York, N.Y., Managing Editor; Editorial Board: Vernal G. Cave, M.D., 
Brooklyn, N.Y.; R. Roy Forsey, M.D., Montreal; Robert E. Kellum, M.D., 
Seattle, Wash.; Lawrence A. Norton, M.D., Wellesley Hills, Mass.; Law- 
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Hawaii Medical Association (1951), and the Hawaiian 
Academy of Science (1952). He is a fellow of both the 
American College of Physicians and the Royal Society of 
Medicine. 

Harry Arnold, Jr., considers himself a Hawaiian, al- 
though his roots are in the Midwest. He was born in the 
small Michigan town of Owosso, where his grandfather 
and father practiced before the latter became a military 
physician in the regular army; his uncle, a retired surgeon, 
lives there still. 

When Harry Jr. was 6 years old, his father was trans- 
ferred to Hawaii. The new AAD president received his 
early schooling on the islands but returned to Michigan 
for his advanced education. 

Dr. Arnold received an A.B. (with distinction) from the 
University of Michigan in Ann Arbor in 1932. He had en- 
tered medical school in 1931 and was granted an M.D. de- 
gree, cum laude, four years later. 

At this point in his life, Harry Arnold encountered the 
man who was to have the greatest influence on his career: 
Udo J. Wile. The famed University of Michigan dermatol- 
ogist gave the young physician an insight into the chal- 
lenges of diagnosing and treating diseases of the skin. Dr. 
Arnold stayed on at the University as an instructor and, 
in 1939, was awarded an M.S. degree in dermatology and 
syphilology. 

As an aside, Harry Arnold says that another element 
influenced him into becoming a dermatologist: “My father 
gained his reputation as an internist,” he said. “I didn’t 
want to follow right in his footsteps, and I had no talent 
for surgery, so I found dermatelogy a sort of compro- 
mise.” 

In 1939, with two years of experience as an instructor in 
dermatology, Dr. Arnold, headed back to Hawaii. He took 
a position as a dermatologist in the 20-year-old group 
practice known as the Straub Clinic. In 1975, 36 years af- 
ter joining the Straub Clinic, he is still associated with the 
group as the senior partner. He relinquished the position 
of Chief of Dermatology in 1972. 

The new AAD President is a man with both a vocation 
(dermatology) and an avocation (writing). One of his first 
extracurricular activities when he returned to Hawaii was 
to become the first editor of the Hawaii Medical Journal 
and the second editor of the Straub Clinic Proceedings. He 


rence C. Parish, M.D., Philadelphia, Pa.; Beverly E. Sanders, Jr., M.D., Ma- 
con, Ga.; Eugene P. Schoch, Jr., M.D., Austin, Tex.; William F. Schorr, M.D., 
Marshfield, Wisc.; Margaret A. Storkan, M.D., Rodondo Beach, Calif. Ad- 
dress the editor at 7 E. 80th St., New York, N.Y. 10021. 
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Fig 1.—AAD President Harry L. Arnold, Jr., takes time from a busy 
day of practice to catch up with desk work. 


Fig 2.—Dr. Arnold’s investigative interest is inverse psoriasis. He 
spends as much time as he can behind a microscope. 


has held both positions since 1941. 

Most recently, Dr. Arnold took over the editorship of the 
Schoch Letter—when it was made an official publication of 
the American Academy of Dermatology. He has served on 
the editorial board of the Journal of the American Medi- 
cal Association and is currently on the boards of the Ar- 
chives of Dermatology, the Journal of International Re- 
search, Group Practice, and Cutis. 

In the pursuit of his vocation (dermatology), Harry Ar- 
nold has a wide scope of interests. In his group practice 
role, he sees from 30 to 35 patients a day and finds the case 
“mix” about the same as on the mainland (Fig. 1). 

If there is one area of dermatology that particularly in- 
trigues him, it is inverse psoriasis (Fig. 2). “This is one of 
the most neglected areas of investigation,” he said. 

Dr. Arnold is an honorary member of the Mexican and 
Brazilian dermatological societies and a corresponding 
member of the Cuban, Argentinian, and Venezuelan so- 
cieties. 

In addition to his election to the leadership of the AAD, 
Dr. Arnold was also singled out by his peers for another 
unique honor. He was named the AAD’s 11th Dome Lec- 
turer (for 1975)—and, a few weeks ago, returned from a 
stint as “roving dermatological ambassador” to Budapest, 
Palermo, Rome, and Paris. 

Harry Arnold and his wife Jeanne have a family of five 
(three boys and two girls) and now are enjoying the role 
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of grandparents; they are blessed with 11 grandchildren, 
though only two live in Hawaii. 

Dr. Arnold's recreational activities are varied. He fol- 
lows the Hawaiian lifestyle by maintaining a beach house 
and devotes as much time as he can to relaxing out of 
doors. When he is away from the city, he often can be 
found riding horseback along a secluded trail. 

The 1976 AAD President is an avid backgammon play- 
er, but get him to talk about his free time in the city and 
he talks not about backgammon but about three-handed 
pinochle. 

Among his fellow players (there is a game every noon- 
time), Harry Arnold is considered quite a rarity. He is one 
of the few players to ever hold a "double rope"—which, 
among pinochle devotees, is more difficult to come by than 
a 29 hand. 

“I have a friend who has been playing pinochle for 40 
years and had never before seen a double rope," Dr. Ar- 
nold said proudly. 

Dr. Arnold is facing his year as president of the AAD 
with typical enthusiasm and modesty. “It isn't as thcugh I 
were coming into the position cold," he said. "As presi- 
dent-elect, I have been included in all discussions that re- 
sulted in the changes in organizational structure and op- 
erational plans.” 

“I feel that the academy is healthy and vigorous. It was 
and is a successful organization, and I would not presume 
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to change anvthing about it,” he added. "I just hope I can 
do as good a job as my predecessors.” 
Dermatologic Nursing Program Underway 

In Rechester, Minn., a dermatologic nursing program— 
financed by agrant from the AAD’s National Program for 
Dermatology—has attracted participants from all over the 
United States. 

The program at Rochester Methodist Hospital is coordi- 
nated by H. ©. Perry, M.D., with Jane Daniels, R.N., Der- 
matology Nurse Specialist, as the director. 

Since its in-eption in January, the dermatologic nursing 
program has aad 13 participants from various parts of the 
country. It is a special feature of the program that no 
more than three participants are accepted for each one- 
week session. 
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The curriculum covers a wide range of information im- 
portant to caring for the dermatology patient—including 
anatomy and physiology of the skin, psychological effects 
of skin disease, presentation of dermatologic conditions 
requiring nursing expertise, nursing procedures, derma- 
tologic pharmacology, ultraviolet light therapy, outpatient 
teaching, techniques in assisting the physician in exami- 
nation of the dermatology patient, patch testing, and of- 
fice logistics. : 

According to Jane Daniels, "Dermatologic nursing is 
very specialized and it is making more and more of an im- 
pact as a specialty in nursing care." 

The AAD's support of the unique program was made 
possible through funds provided by Barnes-Hind Labora- 
tories, Division of Barnes-Hind Pharmaceuticals. 
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| hate it 
but | LOVE IT 


The color isn't especially elegant and the odor isn't particularly fragrant, 
BUT "Golden Lather" ZETAR SHAMPOO leaves my scalp 


remarkably free of scale, debris and oil-my hair uniquely clean, 
smooth, shining and silky. 


I LOVE IT! 
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The Disease. Uncommon/ The Svmptoms: Painful and Restrictive/ The Diagnosis: Often Missed 


The Therapy: New from Roche Laboratories 





Sola tene 


(beta-carotene) 


The first (bet chemotherapy for patients with 
erythropoietic protoporphyria (Wwe 


The Disease: 


Erythropoietic 
Protoporphyria 


EPP 





Incidence 


Known cases of erythropoietic protoporphyria 


(EPP) are relatively rare and number approx- 
imately 1000 in the United States. Because manv 
phvsicians are not familiar with the disease or 
the latest diagnostic techniques, and because 
acute symptoms tend to disappear rapidly, it is 
theorized that a number of cases go undiagnosed. 


Etiology 


Although the cause of EPP is unknown, a startling 


9 
familial incidence suggests it is inherited. EPP is 
characterized by abnormally elevated protopor- 
phyrin levels in the blood, skin and stools and by 
hypersensitivity to the visible light range of the 
sun's spectrum (400-650 nm). The disease usuallv 
becomes evident in early childhood and in an 
occasional patient may improve with age. 


The Symptoms 


Acute 


After even a brief period in the sun, the 
patient suffers a burning sensation on expc 
skin, followed by erythema, itching, edem 
and in about half these patients, cutaneous 
lesions. Acute symptoms usuallv disappea 
within 12 to 24 hours. 


Chronic 


In some cases, skin thickening with incon- 
spicuous papules, pitted or linear scars or 
furrows may persist and progress between 
attacks. These changes are most noticeable 
on the backs of hands and on the nose, che 
and lips. 


The Diagnosis 


Protoporphvrin levels can be determined | 
chemical extraction methods!:2 or bv à new 
simpler and more economical microfluoro- 
metric assay.? The microassav is available 
without charge under a program of the 
National Program for Dermatology (NPD) 
Photobiology Section. To utilize this offer. 
take several drops of patient blood from a 
finger puncture, drop on #903 filter paper 
(also available on request from NPD), drv i 
dark area for 3 to 4 hours and airmail to: 
National Program for Dermatology, Resear 
Division, Photobiology Section, Room 15-2( 
Vanderbilt Clinic, 630 W. 168th Street. New 
York, New York 10032. Include patient nam 
date of specimen collection and hematocrit 
and/or mean corpuscular hemoglobin con- 
centration, if known. Time is important as 
some fall-off in measurable porphyrins occi 
with prolonged storage and exposure of 
filter paper to light. 
ee E E ee 
I. Schwartz S et al: Methods Biochem Anal 8: 221-293. 1960 


2. Holti G et al: Q J Med 27: 1-18, Jan 1958 
3. Poh-Fitzpatrick MB etal: Arca Dermatol 110: 225-230. Aug 1974 


No. of patients 


No. of patients 


. The Therapy: 


olatene 


(beta-carotene) 


Clinica! Effects 


Improved Tolerance to Sunlight 
in 53 EPP Patients Treated with Solatene 


3 to 9- fold 


10-fold 
or more 


Doubt fu! 2-fold 





Improved Tolerance to Artificial Sunlight 
in 21 FPP Patients Treated with Solatene 


3-fold 


or more 


2.fold 


None 1.5-told 





In 19 of 53 EPP patients treated with Solatene, 
tolerance to sunlight increased markedly. 
Forty-six enjoyed threefold or better 
improvement and 10 of these patients found 
they could remain in the sun all day without 


suffering discomfert or developing skin lesions. 


Three doubled exposure time, in three others 
benefits were considered doubtful and one 
patient received no benefit. Patients noted that 
photosensitivity reactions which did occur 


were less severe and disappeared more rapidly. 


Many wereable to tolerate the midday sun 
for the first time in their lives and some even 
developed a suntan. 


These subjective results were confirmed when 
2] patients— before and after Solatene therapy 
— were tested for photosensitivity to artificial 
sunlight and 20 showed increased tolerance. 
Eleven showed a threefold or better improve- 


ment, eight doubled exposure time, one could 
tolerate 1.5 times the earlier exposure and one 
showed no improvement. 


All patients received Solatene orally in doses 
ranging from 15 to 300 mg daily for varying 
periods up to 25 consecutive months. 


Adverse Reactions 


Patients tolerate Solatene therapy well with 
unusually few adverse effects. After four to 

six weeks of therapy, carotenodermia develops 
but this yellow skin pigmentation is slight and 
does not appear to cause patient concern. A 
few reported sporadic loose stools, 1n no case 
severe enough to warrant discontinuing 
medication. 


Patients were examined two or three times 
before treatment and at one or two month 
intervals during treatment. Each time, por- 
phvrin levels in red blood cells, plasma and 
feces were assayed, and complete blood counts, 
urinalvses and blood glucose, BUN, serum 
total bilirubin, SGOT, serum carotene and 
serum vitamin A tests were performed. These 
test findings showed no significant deviation 
from pretreatment values. 


Solatene has not been shown effective as a 
sunscreen in normal individuals and should not 
be used for that purpose. 


Solatene 


beta-carotene 


from 

Roche Laboratories 
new relief 

for a rare disease 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 





Please see complete product information on last page. 


How to Administer 
Therapy with Solatene* 


for the (beta-carotene) 
Most Effective Results 


Dosage: Symptom severity and patient 
response should establish the individual daily 
requirements. During clinical trials, it was the 
practice to start therapy with small doses of 
Solatene, to have patients increase exposure 
to sunlight cautiously, observing hvpersen- 
sitivity reactions, and then to increase dosage 
gradually until reactions were ameliorated. 
Ihe majority of adult patients required 180 mg 
(6 capsules) for effective results. In children. 
requirements varied according to size and age. 
[n adults, the daily dosage may range from 

30 to 300 mg (one to ten 30-mg capsules). 

In children under 14, the daily dosage may 
range from 30 to 150 mg (one to five 30-mg 
capsules). Capsules may be opened and the 
contents mixed with fruit or vegetable juice 

to make them easier for children to swallow. 


Ad ministration: Decause beta- 


carotene is excreted slowly, the daily require- 
ment may be taken as a single dose or in 
divided doses. It is preferable, though not 
essential, to take Solatene with meals. 


Precautions: Several weeks of ther- 
apy are necessary to accumulate protective 
skin levels of beta-carotene. Patients should 
be instructed, therefore, not to increase 
exposure to sunlight until carotenodermia 
appears — usually four to six weeks after 
therapy is initiated. (This yellow pigmenta- 
tion is first noticeable on the palms of hands 
and soles of feet.) After this, exposure should 
be increased gradually and cautiously to 
determine the individual exposure limits. 
Solatene does not offer total protection. 
Beta-carotene should be given with caution 
to patients with impaired renal or hepatic 
function because safety in these conditions has 
not been established. 


Because tt is not effective for this use, Solatene 
should not be administered to normal individuals 
as a sunscreen. 


Complete Product Information. 

DESCRIPTION: Beta-carotene is a carotenoid pigment occurring 
naturally in green and yellow vegetables. Chemically, beta-carotene 
has the empirical formula C40H 56 and a calculated molecular 
weight of 536.85. Trans-beta-carotene is a red crvstalline com- 
pound which is insoluble in water. 

ACTIONS: The exact mode of action of beta-carotene in prctecting 
against the deleterious effects of photosensitization in humar 
erythropoietic protoporphyria has not been established. In spite 

of markedly elevated blood carotene levels, vitamin A levels do 

not rise above normal. Treated patients become carotenemic and 
may have slightly yellow skin pigmentation due to accumulztion 

of beta-carotene. The sclera does not become vellow, in contrast 

to patients with icterus. 

INDICATIONS: Solatene is a useful agent to ameliorate photo- 
sensitivity in patients with ervthropoietic protoporphvria. 
CONTRAINDICATIONS: Beta-carotene is contraindicated in 
patients with known hypersensitivity to the drug. 

WARNINGS: Beta-carotene has not been shown to be effect:ve as 

a sunscreen in normal individuals. It should not be used for this effec 

Usage in Pregnancy: The safety of beta-carotene in this dosage 
range in women who are or who may become pregnant has rot 
been established; hence, it should be given only when the potential 
benefits have been weighed against possible hazards to mother 
and child. 

PRECAUTIONS: Beta-carotene should be given with caution to 
patients with impaired renal or hepatic function, because sa ety 
in these conditions has not been established. Patients shoulc be 
forewarned that their skin may appear slightly vellow while 
receiving beta-carotene therapy. Since beta-carotene will fulfill 
normal vitamin A requirements, additional vitamin A shou d not 
be prescribed. 

ADVERSE REACTIONS: Some patients may have occasional 
looser stools while taking beta-carotene. This reaction is sporadic 
in appearance and may not require discontinuance of medication. 
DOSAGE AND ADMINISTRATION: Solatene mav be admin- 
istered either as a single daily dose or in divided doses, prelerablv 
with meals. 

Usage in Children: The usual dose for children under 14 is 30to 
150 mg (1 to 5 capsules) per dav. Capsules mav be opened and con- 
tents mixed in orange or tomato juice to aid administration in 
children. 

Usage in Adults: The usual adult dosage is 30 to 300 mg (1 to 10 
capsules) per dav. 

Dosage should be adjusted depending on the severity of the 
symptoms and the response of the patient. Several weeks of therapy 
are necessary to accumulate enough beta-carotene in the skin to 
exert its protective effect. Patients should be instructed not to 
increase exposure to sunlight until thev appear carotenemi- (first 
seen as yellowness of palms and soles). This usually occurs after 
two to six weeks of therapy. Exposure to the sun should then be 
increased gradually. The protective effect is not total, and each 
patient must establish his or her own limits of exposure, 

HOW SUPPLIED: For oral administration. blue and green cap- 
sules containing 30 mg of beta-carotene — bottles of 100. Imprint 
on capsules: ROCHE 115. This product intormation issued October 1975 


Solatene: 
(beta-carotene) 


new relief 
for the EPP patient 
from 


Roche Laboratories 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 
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now... MACRO-ECONOMY 
for your patients 
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micro-priced per gram 


skin lesions 


dependable relief of inflamed, itching, edematous 


* Acid Mantle? therapeutic vehicle helps restore 


normal acid skin pH 
time-tested effectiveness and safety 


Indications: For reliefof the inflammatory manifestations of 
corticosteroid-resporsive dermatoses. Contraindications: 
Topical steroids are contraindicated in varicella and vac- 
cinia. Topical steroids are contraindicated in those patients 
with a history of hypersensitivity to any of the components 
of the preparation. Psecautions: If irritation develops, the 

roduct snould be discontinued and appropriate therapy 
instituted. In the presence of an infection, the use of appro- 
priate antifungal or antibacterial agents should be instituted. 
If a favorable response does not occur Menu be the corti- 
costeroid should be discontinued until the infection has 
been adequately cont-olled. If extensive areas are treated 
or if the occlusive tecnnique is used, the possibility exists 
of increased systemic absorption of the corticosteroid and 
suitable precautions {should be taken. Although topical ste- 
roids have not been reported to have an adverse effect on 
pregnancy, the safety of their use in pregnant females has 


be used extensively on pregnant patients, or in large 
amounts, or for prolonged periods of time. The product is 
not for ophthalmic use. Adverse Reactions: The following 
local adverse reactions have been reported with topical 
corticosteroids: burning, itching, irritation, dryness, follicu- 
litis, hypertrichosis, acneform eruptions and hypopigmen- 
tation. The following may occur more frequently with 
occlusive dressings than without such therapy: maceration 
of the skin, secondary infection, skin atrophy, striae and 
miliaria. Dosage and Administration: Apply to affected 
areas 3 or 4 times daily. Caution: Federal (U.S.A.) law pro- 
hibits dispensing without prescription. For external use 
only. Store at controlled room temperature (59°-86° F). 


Dome Laboratories 


JAM, Division Miles Laboratories Inc 





In acne... 


- our appearance 
matters, too. 


When tetracycline therapy is warranted, the 
appearance af 

Sumycin HCI (Tetracycline Hydrochloride) 
on your prescription helps insure that the 
high quality, yet economical, brand you 
know and trust will be dispensed. 


And when pharmacists have the choice, the 
brand they dispense more often than any 
other is Sumycin HCI. 


Write it...to be sure 


SUMYCIN’ HCI 
(Tetracycline Hydrochloride) 


In choice of tablets or capsules, 
both 250 mg. and 500 mg. strengths. 


recommendec for long-term adjunctive therapy in severe acne. 





Sumycin '250' Hydrochloride Capsules and Sumycin 
'500' Hydrochloride Capsules (Tetracycline Hydro- 
chloride Capsules U.S.P.) contain 250 mg. and 500 
mg. crystalline tetracycline hydrochloride, respec- 
tively. Sumycin '250' Hydrochloride Tablets and 
Sumycin '500' Hydrochloride Tablets (Tetracycline 
Hydrochloride Tablets N.F.) contain 250 mg. and 500 
mg. tetracycline hydrochloride, respectively. 


Contraindications: Contraindicated in persons who have shown hy- 
persensitivity to any of the tetracyclines. 


Warnings: Use of tetracycline particularly long-term use but also in 
repeated short-term courses, curing tooth development (last half of 
pregnancy, infancy, and up to. 8 years of age) may cause permanent 
tooth discoloration; enamel hypoplasia has also been reported. 
Therefore, tetracycline should not be used in this age group unless 
other drugs are not likely to be effective or are contraindicated. 

If renal impairment exists, lower-than-usual doses are indicated to 
avoid systemic accumulation and possible liver toxicity; on prolonged 
use, tetracycline serum level determinations may be advisable. The 
antianabolic action of tetracyclines may cause an increase in BUN. In 
patients with significantly impaired renal function higher serum lev- 
els may lead to azotemia, hyperphosphatemia and acidosis. Photo- 
dynamic reactions, although rare with tetracycline, may occur; at first 
evidence of skin erythema, discontinue tetracycline. Advise photo- 
sensitive patients to avoid direct sunlight or ultra-violet light. 

Usage in pregnancy: (see Warning about use during tooth devel- 
opment.) Based on animal studies, tetracyclines cross the placenta, 
are found in fetal tissues, and can have toxic effects (often retarda- 
tion of skeletal development) on fetus; embryotoxicity has also been 
noted in animals treated early in pregnancy 

Usage in newborns, infants, and children: (see warning about use 
during tooth development.) Tetracyclines form a stable calcium 
complex in any bone-forming tissue. A decrease in fibula growth 
rate (reversible on discontinuation of drug) has been observed in 
prematures given 25 mg. / kg. q. 6 h. orally 

Tetracyclines are present in the milk of lactating women who are 
taking a drug in this class. 


Precautions: Watch for signs cf secondary infection due to nonsus- 
ceptible organisms including fungi; discontinue drug and institute 
appropriate therapy if this occurs. Superinfection of the bowel by 
staphylococci may be life threatening. In venereal diseases with sus- 
pected coexistent syphilis, patients should have darkfield exam- 
inations before therapy and monthly serologic tests for at least 4 
months. Because the tetracyclines have been shown to depress 
plasma prothrombin activity, patients who are on anticcagulant 
therapy may require downwerd adjustment of their anticcagulant 
dosage. During long-term therapy, perform periodic renal, nepatic, 
and hematopoietic function studies. All infections due to group A 
beta-hemolytic streptococci should be treated for at least 10 days. 
Avoid concomitant use of penicillin and tetracycline since the bacte- 
riostatic action of the latter may interfere with the bactericidal action 
of penicillin. Use tetracyclines with caution in persons with histories 
of allergy, asthma, hay fever, or urticaria due to greater possibility of 
sensitivity reactions. 


Adverse Reactions: Anorexia; epigastric distress; nausea; vomiting; 
diarrhea; bulky loose stools; stematitis; sore throat; glossitis; black 
hairy tongue; dysphagia; hoarseness; enterocolitis; inflammatory le- 
sions (with candidal overgrowth) in the anogenital region (including 
proctitis and pruritus ani); maculopapular and erythematous rashes: 
exfoliative dermatitis (uncommon); rarely onycholysis, nail discolora- 
tion, and photosensitivity; dose-related BUN rise; rarely hepatic cho- 
lestasis (usually associated with high dosage); urticaria: 
angioneurotic edema; anaphylaxis; anaphylactoid purpura; pericar- 
ditis; exacerbation of systemic lupus erythematosus; serum sick- 
ness-like reactions (fever, rash. arthralgia); bulging fontanels in 
infants on full therapeutic dosage (disappeared on discontinuation 
of drug); anemia; hemolytic anemia; thrombocytopenia; thrombocy- 
topenic purpura; neutropenia; eosinophilia; dizziness; headache. 
Prolonged use of tetracyclines has produced brown-black micro- 
scopic discoloration of thyroid glands; no abnormalities of thyroid 
function studies are known to occur 

It should be noted that microerganisms insensitive to one tetracy- 
cline invariably exhibit cross-resistance to other tetracyclines. 

For full information, consult package insert. 


How Supplied: Sumycin ‘250° Hydrochloride Capsules (Tetracy- 
cline Hydrochloride Capsules U.S.P.) are available in bottles of 100 
and 1000 and Unimatic* Single Dose Packs of 100. Sumycin 
'500' Hydrochloride Capsules (Tetracycline Hydrochloride Capsules 
U.S.P.) are available in bottles of 100 and Unimatic Single Dose 
Packs of 100. Sumycin '250' Hydrochloride Tablets and Sumycin 
'500' Hydrochloride Tablets (Tetracycline Hydrochloride Tablets 
N.F.) are available in bottles of 100. (A.H.F.S. 8:12.24) 


SQUIBB’ 


‘The Priceless Ingredient of every product 
‘is the honor and integrity of its maker.'™ 


€ 1975 E. R. Squibb & Sons, Inc. 705-002 
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Crude coal tar in hydrophilic ointment estar Gel 


A clinically and cosmetically 
Superior tar agent in the treatment 
of Psoriasis, Chronic Atopic 
Dermatitis, Nummular Eczema, and 
oeborrheic Dermatitis. 








Proven Clinical Superiority” — 


75% of 28 cases received showed GOOD to EXCEL- 
LENT results (29% excellent) when estar Gel was 
used alone. 


62% of 47 cases received showed GOOD to EXCEL- 
LENT results (40% excellent) when estar Gel was 
used in conjunction with UV light in the treatment of 
psoriasis, a notorious treatment-resistant dermatosis. 


68% of 38 cases received showed GOOD to EXCEL- 
LENT results (31% excellent) when estar Gel was 
used in conjunction with a steroid. 
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loderma Caused by Amiodarone 


To the Editor.—Skin pigmentation re- 
sulting from therapy with amio- 
darone hydrochloride (cordarone [Bel- 
gium|]) has become well known during 
the last few years.'? We will describe 
what we believe to be the first case of 
proliferative papillomatosis (ioderma) 
due to amiodarone hydrochloride 
therapy. 

A 67-year-old woman with an aortic 
stenosis had been treated for two 
years with amiodarone hydrochloride 
(usually in daily doses of 400 mg) and 


2 


2 


f 
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with various digitalis preparations. 
In October 1974, the patient came 
to the surgical department of Kath- 
olieke Universiteit (Nijmegen, the 
Netherlands) with a necrotic tumor in 
the left inguinal region. The tumor 
was removed surgically because it 
was suspected that it might be malig- 
nant; however, only nonspecific, gran- 
ular tissue was found. Two months 
later, new tumors appeared-—first, in 
the left inguinal region, at the site of 
the excision, and later, in the right in- 
guinal region. The tumor in the right 
inguinal region slowly spread to the 
legs, resulting in a large, irregular 
tumor with small openings that dis- 
charged serous and purulent material 







Fig 1.—Large, irregular tumor at left; recurrent tumor on Site of previous surgical exci- 


sion at right. 


Fig 2.—Schematic representation of amiodarone hydrochloride molecule. 
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(Fig 1) Examination for bacteria, 
yeast, and fungi was negative. 

When we saw the patient, early in 
July 1975, we considered a diagnosis 
of ioderma because of the clinical and 
histological findings. We thought that 
the amiodarone hydrochloride therapy 
might be the cause, as the drug re- 
leases large amounts of iodine in the 
body. Each molecule of amiodarone 
hydrochloride contains two iodine 
atoms, one of which is located in the 
orthoposition adjacent to the car- 
bonyl (CO) group (Fig 2); this atom 
is activated and is rather easily re- 
moved from the molecule by other 
substances. The patient had an ex- 
tremely high serum protein-bound io- 
dine level of 81.7umol/liter (normal, 
0.25umol to 9.6umol/liter) but a 
normal thyroid function, with a 
thyroxine level of 6.8 mg/1@0 ml (nor- 
mal, 5 to 11 mg/100 ml). The adminis- 
tration of amiodarone hydrochloride 
was stopped. In order to inerease the 
excretion of iodine, 4 gm of ammo- 
nium chloride was given daily.’ 

A week later, the tumors became 
flattened. After two weeks, we dis- 
continued the ammonium chloride 
therapy because it nauseated the pa- 
tient. Two weeks later, the tumors 
had regressed until only a slight hy- 
perpigmentation remained. 

J. E. PORTERS, MD 
C. F. ZANTKUYL, MD 
Nijmegen, the Netherlands 

1. Wanet S, Achten G, Barchewitz G, et al: 
Amiodarone et dépots cutanés: Etude clinique et 
histologique. Ann Dermatol Sypkiligr 98:131- 
140, 1971. 

2. Vos AK, Ramshorst AGS van, Gresfeld 
JCM, et al: Een bijzondere pigmentering bij be- 
handeling met amiodaron (cordarone). Ned 
Tijdschr Geneeskd 116:2404-2407, 1972. 

3. Cornbleet T: Bromide intoxication treated 


with ammonium chloride. JAMA 146:1116-1119, 
1951. 


Arteriovenous Malformation 
Resembling Kaposi Sarcoma 


To the Editor.—The publication of a 
recent paper by Earhart et al' de- 
scribing a patient with am arterio- 
venous (A-V) malformation of the 
foot with associated skin changes 
simulating Kaposi sarcoma prompted 
this report of another case. This ease 
arose as a result of trauma super- 
imposed on a congenital defect. 


Report of a Case.—A 12-year-old Span- 
ish-American boy was hospitalized after he 
sought medical attention for an enlarged, 
discolored, left second toe and a buzzing 
within his left forefoot. Three rears earlier 
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Fig 1.—Skin lesions cf left foot simulating 
Kaposi sarcoma. Diste:-lateral X marks area 
of maximal palpable thrill. Proximal-me- 
dial X marks area of maximal audible bruit. 





Fig 2.—Roentgenogram demonstrating en- 
largement cf left second toe and left sec- 
ond metatarsal. 


he had injured his left foot in a bicycle ac- 
cident and shortly thereafter had noticed 
the slow but progress:ve development of a 
purplish discoloration of the distal part of 
his foot. The injury was nonpenetrating 
and without associated fractures. Prior to 
the accident, the skin over the boy’s left 
foot was normal. 

On physical examination, irregular 
brownish-purple macules and indurated, 
scaling, violaceous plaques were present 
over the ventral and dorsal aspect of the 
left second toe, extending to the dorsal 
midportion of the left-forefoot; these were 
clinically suggestive of Kaposi sarcoma 
(Fig 1). There was an easily palpable thrill 
and a clearly audible bruit present over the 
region of the left dersalis pedis artery. 
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Fig 3.—Angiogram of left foot demonstrat- 
ing congenital angiodysplasias with mul- 
tiple small A-V fistulas, especiallv promi- 
nent around second toe. 


Engorged veins of the foot were present. A 
punch biopsy of the distal part of the left 
forefoot was performed, but the biopsy 
specimen disintegrated in processing. Per- 
mission for a repeat biopsy was not ob- 
tained. Skeletal x-ray films demonstrated 
regional enlargement of the left second toe 
and left second metatarsal (Fig 2). Arte- 
riograms demonstrated congenital angio- 
dysplasias of the left foot with multiple 
small A-V fistulas (Fig 3). Routine labora- 
tory data, cardiac evaluation, and chest x- 
ray film were normal. 

Because of the presence of multiple, 
small A-V fistulas instead of a large, single 
A-V fistula, the boy's disorder was diag- 
nosed as a congenital A-V malformation 
rather than as a malformation solely in- 
duced by trauma. Surgical intervention 
was not indicated at the time of tne boy's 
hospitalization and he was discharged to 
outpatient care. 


Comment.—The role of trauma in 
A-V malformations is difficult to eval- 
uate. It has clearly been implicated as 
the sole causal factor in some cases 
and may be the precipitating factor 
in others. Coursley et al’ believe that 
trauma often aggravates existing fis- 
tulas or causes subclinical fistulas to 
become apparent through the en- 
largement of preexisting A-V shunts. 

This case satisfies the criteria re- 
quired to make a diagnosis of the 
Parkes-Weber syndrome; an A-V 
malformation with secondary angio- 
dermatitis,*^ or an acro-angioderma- 


titis of the foot.’ It also fulfills Ear- 
hart’s more clinically descriptive 
designation of pseudo-Kaposi sar- 
coma.' It is interesting that in Ear- 
hart's case of pseudo-Kaposi sarcoma 
of the foot, as well as those cases re- 
ported in the past under different 
designations but consistent with 
pseudo-Kaposi sarcoma of the foot? 
(including this case), there is a predi- 
lection for involvement of the first, 
second, and third toe with the second 
toe being involved most frequently. 
This may be a general reflection of 
the anatomy of the distal vessels, 
with their known inherent pre- 
ponderance toward the development 
of arteriovenous anastomosis,’ as well 
as a more specific reflection of the 
failure of the intervening capillary 
bed around the second toe to develop 
from its primitive capillary network. 
This apparent localization of pseudo- 
Kaposi sarcoma to the region of the 
first three toes may serve as a further 
differential point from true Kaposi 
sarcoma of the foot, which occurs not 
only over the first three toes, but over 
all toes and the dorsal, ventral, me- 
dial, and lateral surface of the re- 
mainder of the foot.’ 

I would support Earhart’s sugges- 
tion that A-V malformations be 
sought in patients under 30 years of 
age with suspected Kaposi sarcoma of 
the foot, and additionally emphasize 
the apparent predilection of these le- 
sions for the first, second, and third 
toes with a particular affinity for the 
second toe. 

ROBERT B. AMON, MD, MPH 
Portland, Ore 


Westwood Pharmaceuticals, Inc, supplied a 
grant that made possible the publication of the 
eolor reproduction. 
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Eruptive Nevi 


To the Editor.—Nevus cell nevi, or 
pigmented nevi, are benign tumors of 
the skin that contain nevus cells. Only 
3% of infants are born with nevi. 
However, the incidence increases in 
infancy and childhood, with a peak 
during puberty and adolescence. Dur- 
ing adolescence and young adulthood, 
the'average number of nevi found is 
20 to 40 per person.' The life cycle of 
the nevus is to evolve from a junction 
nevus into a compound nevus and 
then into an intradermal nevus. By 
adulthood, the predominant nevus is 
often destroyed by being replaced by 
fibrous or fatty tissue. 

Crops of pigmented nevi may de- 
velop in patients over a period of a 
few weeks. This is probably due to 
stimulation of multiple foci at the 
same time. It occurs most commonly 
during pregnancy and puberty. The 
nevus cells may have been present, 
but unrecognized, until stimulated 
by hormonal influences of the pitui- 
tary and adrenal glands and the 
gonads.'? 


I would like to report this occur- 
rence in three cases. 


Report of Cases.—CASE 1.—A 5-year-old 
boy was seen on Dec 31, 1974, because his 
mother had become aware of multiple nevi 
appearing on his face, torso, and extrem- 
ities over a period of one month. Physical 
examination showed 24 dark-brown, 1- to 
3-mm macules on those areas. Facial, pu- 
bic, and axillary hair was not present, and 
the testicles were not developed. A biopsy 
specimen was obtained from a lesion on 
the right buttock. 

CasE 2.—A 33-year-old woman (who was 
not pregnant) was seen on April 12, 1974, 
because of dark-brown macules on the 
back, arms, and torso. The patient thought 
that most of the macules had appeared 
within the preceding week. There were 58 
lesions on the right arm, 48 on the left arm, 
36 on the back, 52 on the shoulders, 12 on 
the chest, and a few on the legs. She was 
not taking drugs. Biopsy specimens were 
obtained from the right arm. 

Case 3.—A 36-year-old woman (who was 
not pregnant) was seen on Feb 11, 1975, 
because of the appearance of many brown, 
l- to 2mm macules on the torso and ex- 
tremities. The macules had appeared over 
a period of one week. The patient had 38 
lesions on the shoulders, 58 on the lower 
extremities, 25 on the back, and too many 
to count on the rest of the body. The pa- 
tient was taking chlorpheniramine for in- 
sect bites. Her menstrual periods were 
normal. 


Histopathological Findings.—At 
least one biopsy specimen from each 
patient showed a lentigo simplex 
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with a junction nevus developing in 
it. Also, in the second case, one biopsy 
specimen was compatible with a diag- 
nosis of compound nevus and one 
showed a lentigo simplex. 
Comment.—Showers of nevi have 
been reported to occur during puberty 
and pregnancy because of hormonal 
influences. These three patients had 
showers of nevi without any evident 
hormonal stimulation. Biopsy speci- 
mens showed changes one might ex- 
pect when a nevus initially develops. I 
do not know what might have caused 
the sudden appearance of nevi in 
these cases. As far as is known, 
this change is not associated with 
the development of melanoma, and 
there is no reason why any of these 
lesions should be prophylactically 
excised. 
RALPH J. COSKEY, MD 
Detroit 
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Herpes Zoster in Early Pregnancy 


To the Editor.—Rosenthal and Morris’ 
asked for follow-up reports on babies 
born of mothers who had herpes zos- 
ter in early pregnancy. 

A patient had her last menstrual 
period on May 7, 1974. On June 26, 
1974, she had an eruption that devel- 
oped into clusters of small vesicles on 
an erythematous base on the left side 
of her face including the eyelids, lips, 
left buccal mucosa, and hard and soft 
palates. The lesions stopped abruptly 
at the midline. There were no vari- 
celliform lesions elsewhere. The diag- 
nosis was herpes zoster of the first, 
second, and third division of the fifth 
left cranial nerve. On Feb 5, 1975, she 
delivered of a bouncing baby boy who 
was seen and examined by her gyne- 
cologist, her pediatrician, and myself. 
There was no evidence of any congeni- 
tal abnormalities. The mother had 
considerable scarring on the left side 
of her nose and adjacent cheek. 

There have been several reports of 
congenital defects following mater- 
nal varicella in early pregnancy.^^ 


Dodion-Fransen et al* report zoster- 
like lesions in a newborn whose 
mother had varicella between the 
14th and 19th weeks of pregnancy. 
Neuromotor disturbances affecting 
the deglutition resulted in recurring 
aspiration pneumonia, malnutrition, 
marasmus, and death. I have been 
unable to find any reports on congeni- 
tal abnormalities in babies whose 
mother had herpes zoster while preg- 
nant. 

ROBERT JACKSON, MD 

Ottawa 
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Epidermolysis Bullosa Acquisita 
With Electron Microscopical 
Studies 


To the Editor.—With interest, I read 
the article by Gibbs and Minus.' To 
their knowledge, it was the first re- 
port of electron microscopical studies 
of epidermolysis bullosa acquisita. I 
would like to draw attention to a case 
report, published by me in Dermato- 
logica in 1974? of a 76-year-old 
woman with epidermolysis bullosa ac- 
quisita. The electron microscopical 
studies in this case were similar to 
those in the case reported by Cibbs 
and Minus. Two photomicrographs 
showed a bulla situated in the stra- 
tum papillare cutis; fragments of col- 
lagen fibers were present in the roof 
of the bulla, and the basal lamina 
composing the roof showed des-ruc- 
tion in some places. 
DR M. J. WOERDEMAN 
Amsterdam 
1. Gibbs RB, Minus HR: Epidermolysis kullosa 
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also been reported to induce hepato- 
mata in mice. Although studies in other 
animal species have not yielded evi- 
dence of tumorogenicity, these studies 
were not of adequate design to form 
a basis for conclusions in this regard. 


In subacute toxicity studies. orally ad- 
ministered griseofulvin produced 
hepatocellular necrosis in mice. but 
this has not been seen in other spe- 
cies. Disturbances in porphyrin metab- 
olism have been reported in griseoful- 
vin treated laboratory animals. Griseo- 
fulvin has been reported to have a 
colchicine-like effect on mitosis and 
cocarcinogenicity with methylcholan- 
threne in cutaneous tumor induction 
in laboratory animals. 


Usage in Pregnancy: The safety of this 
drug during pregnancy has not been 
established. 


Animal Reproduction Studies: It has 
been reported in the literatura that 
griseofulvin was found to be embryo- 
toxic and teratogenic on oral adminis- 
tration to pregnant rats. Pups with 
abnormalities have been reported in 
the litters of a few bitches treated with 
griseofulvin. Additional animal repro- 
duction studies are in progress. 


Suppression of spermatogenesis has 
been reported to occur in rats, but in- 
vestigation in man failed to confirm 
this. 





PRECAUTIONS 


Patients on prolonged therapy with 
any potent medication should be 
under close observation. Periodic 
monitoring of organ system function, 
including renal, hepatic and hema- 
topoietic, should be done. 


Since griseofulvin is derived from spe- 
cies of penicillin, the possibility of 
cross sensitivity with penicillin exists: 
however, known penicillin-sensitive 
patients have been treated without 
difficulty. 


Since a photosensitivity reaction is oc- 
casionally associated with griseofulvin 
therapy, patients should be warned to 
avoid exposure to intense natural or 
artificial sunlight. Should a photosen- 
Sitivity reaction occur, lupus erythe- 
matosus may be aggravated. 


Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that 
patients receiving these drugs con- 
comitantly may require dosage adjust- 
ment of the anticoagulant during and 
after griseofulvin therapy. 


Barbiturates usually depress griseo- 
fulvin activity and concomitant admin- 
istration may require a dosage adjust- 
ment of the antifungal agent. 


ADVERSE REACTIONS 


When adverse reactions occur, they 
are most commonly of the hypersensi- 
tivity type such as skin rashes, urti- 
caria, and rarely, angioneurotic edema, 
and may necessitate withdrawal of 
therapy and appropriate countermea - 
sures.Paresthesias of the hands and 
feet have been reported rarely after 
extended therapy. Other side effects 
reported occasionally are oral thrush, 
nausea. vomiting. epigastric distress. 
diarrhea, headache, fatigue, dizziness, 
insomnia, mental confusion and im- 
pairment of performance of routine 
activities. 


Proteinuria and leukopenia have been 
reported rarely. Administration of the 
drug should be discontinued if granu- 
locytopenia occurs. 


When rare, serious reactions occur 
with griseofulvin, they are usually as- 
sociated with high dosages. long pe- 
riods of therapy. or both. 


DOSAGE AND ADMINISTRATION 


Accurate diagnosis of the infecting 
organism is essential. Identification 
should be made either by direct micro- 
scopic examination of a mounting of 
infected tissue in a solution of potas- 
sium hydroxide or by culture on an 
appropriate medium. 


Medication must be continued until 
the infecting organism is completely 
eradicated as indicated by appropriate 
Clinical or laboratory examination. 
Representative treatment periods are 
— tinea capitis, 4 to 6 weeks; tinea cor- 
poris, 2 to 4 weeks; tinea pedis, 4 to 8 
weeks, tinea unguium — depending on 
rate of growth — fingernails, at least 4 
months, toenails, at least 6 months. 


General measures in regard to hygiene 
should be observed to control sources 


of infection or reinfeetion. Concomi- 
tant use of appropriate topical agents 
is usually required particularly in treat- 
ment of tinea pedis. In some fcrms of 
athlete's foot, yeasts and bacteria may 
be involved as well as fungi. Griseo- 
fulvin will not eradicate the becterial 
or monilial infection 


An oral dose of 250 mg of Gris-PEG 
(griseofulvin ultramicrosize) is 
biologically equivalent to 500 mg of 
griseofulvin microsized, USP (see 
ACTION Human Pharmacology]. 


Adults: A daily dose o! 250 mg will give 
a satisfactory response in most pa- 
tients with tinea corporis, tinea cruris 
and tinea capitis. One 125 mc tablet 
twice per day or two 125 mg tablets 
once per day is the usual dosage. For 
those fungus infections more difficult 
to eradicate such as tinea pedis and 
tinea unguium, a divided daily Jose of 
500 mg is recommended. In al cases, 
the dosage should be individualized. 


Children: Approximately 5 mg per kilo- 
gram (2.5 mg per pound) cf body 
weight per day is an effective cose for 
most children. On this basis. the fol- 
lowing dosage schedule for children 
is suggested 


Children weighing over 25 kilograms 
(approximately 50 pounds)— 125 mg 
to 250 mg daily. 


Children weighing ^ 5-25 kilograms 
(approximately 30-50 pounds)— 62.5 
mg to 125 mg daily. 


Children 2 years of age and younger — 
dosage has not beensestablisted 


Dosage should be incividualized, as is 
done for adults. Clinical experience 
with griseofulvin in children with tinea 
capitis indicates that a singe daily 
dose is effective. Clinical relapse will 
occur if the medication is not contin- 
ued until the infecting organism is 
eradicated. 


CAUTION 


Federal law prohibits dispensing with- 
out prescription 


HOW SUPPLIED 


Gris-PEG (griseofulvin ultramicrosize) 
Tablets differ from griseofulvin (micro- 
size) tablets USP in that each tablet 
contains 125 mg of ultramicrosize 
griseofulvin biologically equivalent to 
250 mg of microsized griseofulvin. Two 
125 mg tablets of Gris-PEG are bio- 
logically equivalent to 500 mg of micro- 
sized griseofulvin. In bottles of 100 
scored tablets 
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Presidential Address—A Surfeit of Mast Cells 
in the Skin of Patients With Uremia. 
EpwanD P. CawLEy, MD 

While «valuating microscopic sections of 
skin from patients with uremia for clues to 
the peculiar sallow coler that is one of the 
striking -linical hallmarks of the disease, I 
observed unusually large numbers of cells, 
which appeared to be either fibroblasts or 
mast cel5, in the dermis of some sections 
stained with hematoxylin-eosin. Toluidine 
blue staiming of further sections from the 
same specimens showed them to be mast 
cells, ané they were decidedly increased in 
most of the patients with uremia. 
To examine the matter of increased mast 
cells in tae skin of patients with uremia, 
we undertook the study that will be 
reported. 


Giant Basal Cell Carcinoma of the Back 
M. C Curry, MD; HAMILTON MONT- 
coMERY, MD; R. K. WINKELMANN, MD 
Basal ell carcinoma is a usually slowly 
growing -umor of the head and neck re- 
gion. Over a 20-year period, we have ob- 
served a group of four unusual, large, 
unique basal cell tumors of the back, which 
are distirztive and represent a clinical and 
histologic problem in diagnosis. They com- 
monly fomm an exophytic, verrucoid, flesh- 
colored tc red, sessile plaque up to 20 cm in 
diameter. In one case, ulceration was the 
principal feature that destroyed the skin 
of the ertire lumbar area invading into 
muscle. Metastasis of this case to regional 
nodes shewed basal cell carcinoma. The 
histologic finding of the lesions is an ade- 
noid basa cell carcinoma with a mucinous 
stroma. In two cases, the histochemical 
findings demonstrated minimal respira- 
tory enzymes and no special esterolytic or 
lysosomabenzymes. Electron mieroscopical 
studies stowed simple epithelial cells com- 
patible w-th those observed in basal cell 
carcinomz. This is a rare, giant variant of 


basal cell carcinoma of the skin for which — 


early surgery is curative. 
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Beta Blocker Syndrome 
Dr F. ADRIAN IvE, Newcastle, United 
Kingdom 

Sixty cases are described of patients 
suffering from a psoriasiform eruption 
that developed a few months after the 
starting of beta blocker therapy for a vari- 
ety of cardiac conditions. The histologic 
finding of the rash is that it is lichenoid, 
and direct immunofluorescence shows a 
lupus erythematosus-like picture. 

Ten patients have progressed to a Sjó- 
gren-like syndrome, with permanent loss 
of tear secretion. Four patients have devel- 
oped intestinal obstruction from a unique 
form of plastic peritonitis. Other features 
of polyserositis and progressive pulmonary 
fibrosis have been seen in two cases. The 
beta blockers involved are widely used in 
Europe but not yet available for use in the 
United States. 


ACL Syndrome 
W. K. GALEN, MD; H. Icuinosz, MD; 
R. J. REED, MD; W. H. KLOEPFER, MD; 
H. Rotuscuitp, MD; P. J. Azar, JR, 
MD; V. J. DERBES, MD; J. A. Mas- 
CORRO, MD 
The ACL syndrome is a unique familial 
condition characterized by acromegaloid 
features, severe cutis verticis gyrata, and 
corneal leukomas. The syndrome was first 
presented to the American Academy of 
Dermatology in December 1957 by Dr Vin- 
cent Derbes. Drs Rosenthal and Kloepfer 
reported the disease in the literature in 
1959 and 1962, with emphasis on the oph- 
thalmologic and the genetic features. Our 
current study is based on this same fairly 
large family group of three generations, 
with emphasis on the cutaneous manifes- 
tations of 13 patients. Clinical data, 
laboratory studies, pathologic findings, and 
electron microscopical results will be pre- 
sented. The relationship of this syndrome 
to cutis laxa and to pachyderma periostitis 
will also be discussed. Finally, a morpho- 
genetic scheme of the disabling corneal 
leukoma will be proposed. 


American Society of Dermatopathology 
Abstracts of Dec 5, 1975, Meeting 


Mycosis Fungeides: Evaluation of 65 Autop- 
sied Cases 
LOREN E. Gouirz, MD, ErsoN B. HEL- 
wic, MD 
A Rare Dyskeratotic Psoriasiform Derma- 
tosis 
G. A. Hunter, MB, Adelaide, South 
Australia 

In 1968, Hunter and Donald reported 
two cases of an unusual dermatosis. To 
date, no cases other than those referred to 
in that article have been reported, nor 
have there been subsequent reports indi- 
cating its rarity. Originally, we thought 
this a more widespread form of hyper- 
keratosis lenticularis perstans (Flegel 
1958, Kocsard et al 1968), but the histologic 
findings in particular appear to be differ- 
ent. 

The clinical picture is of keratotic 
papules and small psoriasiform plaques 
varying in color from light-brown to red. 
They are most profuse on the distal por- 
tions of the limbs, with some aggregation 
around the extensor surfaces of the knees, 
elbows, and buttocks as in psoriasis. The 
outstanding clinieal feature is the palmar 
and plantar keratoses, which are almost 
identical with arsenical keratoses. 

Histologically, there is a combination of 
hyperkeratosis, parakeratosis, and hyaline 
changes in the horny layer, with dyskera- 
tosis of occasional cells in the priekle cell 
layer. There is some telangiectasia in the 
dermis, with a psoriasiform tissue reaction 
in some derma! papillae and an infiltrate of 
round cells and histiocytes. 


Preliminary Embedding of Small Biopsies in 
Agar: A Summary of 15 Years Experience 
With the Technic 
HERBERT Z. Luup, MD; LYLE L. 
BAKER, HT; Joyce ANTHONY, HT 
The technic of preliminary embedding in 
agar, as described by Lund, Forrest, Har- 
ris, and Brown (Am J Clin Pathol 36:562- 
564, 1961), has been used in our laboratory 
for about 15 years. The method prevents 
loss of minute fragments during paraffin 
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embedding, it ensures proper orientation, 
and it permits the processing of multiple 
biopsies in one paraffin block. It also saves 
work, time, and supplies when multiple in- 
dividually identified small biopsies from a 
given patient are processed. 

Briefly, the technic consists of orienting 
specimens properly on a flat surface (a 
coded arrangement is used for multiple 
specimens), covering the specimens with a 
few drops of melted agar, trimming the so- 
lidified agar into an approximately rec- 
tangular block, processing the block by the 
usual paraffin technic, and sectioning the 
combined agar-paraffin block in the usual 
manner. 

The advantages, disadvantages, and dif- 
ficulties encountered in its use and the 
technical improvements we have made will 
be presented. 


Ectopic Meningiomas of the Skin 
D. A. Lopez, MD; D. N. Sitvers, MD; 
ErsoN B. HELwIG, MD 

Neurogenic tumors arising from the pe- 
ripheral nervous system and occurring pri- 
marily in the skin are relatively common. 
These include neurofibromas, neuromas, 
and schwannomas (neurilemmomas and 
other related tumors). In contrast, tumors 
arising from the central nervous system 
(CNS) and occurring ectopically in the skin 
are rare. These include gliomas, ganglio- 
neuromas, and meningiomas. 

Meningiomas are of particular impor- 
tance in that they represent the most com- 
mon tumors of the CNS. However, they are 
found ectopically outside the neuraxis only 
rarely. The term "cutaneous meningio- 
mas" refers to ectopic collections of me- 
ningothelial cells (specialized cells of CNS 
origin), as seen in central meningiomas, 
but they are located in the cutis or sub- 
cutis. Such ectopic meningiomas are usu- 
ally solitary but occasionally may be 
multiple when associated with neurofi- 
bromatosis. 

The present study reviewed 25 cases of 
cutaneous meningiomas and related pro- 
cesses gathered from the files of the 
Armed Forces Institute of Pathology. 
Analysis of these patients suggested that 
the term "meningioma cutis" actually com- 
prises a diverse group of lesions with dif- 
fering pathogenesis and prognosis. 

Lesions were classified into three groups 
based on clinical and histologic features. 
Primary cutaneous meningiomas (type I 
lesions) occur exclusively in the skin, with 
no evidence of CNS meningiomas. They 
are found in the scalp along the suture 
lines, on the face, and in the paravertebral 
regions of children and young adults and 
resemble such common skin lesions as fi- 
bromas, lipomas, nevi, or cysts. These le- 
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sions represent tumorous or hamartoma- 
tous proliferations of arachnoidal cell rests 
displaced during embryogenesis into the 
cutis or subcutis in a manner similar to 
meningoceles. They differ from the latter 
in their tumorous cellular proliferation and 
acelic nature. At times, a patent stalk or 
connection with the CNS may persist via a 
bone sinus detectable by x-ray film. In 
such cases, surgical intervention may re- 
sult in loss of cerebrospinal fluid and con- 
sequent neurologic symptoms. Ascending 
meningitis is a possibility requiring emer- 
gent attention. Otherwise, these lesions 
are benign and have a good prognosis. 

Microscopically, they present nodular 
aggregations with variable numbers of 
meningothelial cells intermixed with thick 
collagenous bundles, calcified concretions 
known as psammoma bodies, and rounded 
collagenous structures often designated as 
pseudopsammoma bodies. There is no evi- 
dence of cystic cavity. A rudimentary stalk 
may be identified at times. 

Nerve sheath meningiomas (type II le- 
sions) occur on the head and neck in associ- 
ation with sensory organs or cranial 
nerves. Clinically, they are diagnosed as 
soft-tissue tumors, abscesses, deep granu- 
lomas, or granulation tissue. They arise as 
de novo lesions usually in adults and repre- 
sent ectopic meningiomas of the deeper 
soft tissues primarily in the eye, ear, nose, 
mouth, or paravertebral areas, with exten- 
sion to the skin. There is no evidence of 
CNS meningiomas. They arise from menin- 
gothelial cell rests displaced along nerve 
sheaths of cranial and, rarely, spinal 
nerves. Although usually a late manifesta- 
tion, skin lesions may occur early and are 
noted on the eyelids, periorbital soft tis- 
sues, the bridge of the nose, the palate, the 
external ear canal, the mastoid process, or 
the neck. These tumors are regarded as be- 
nign, but they are locally destructive, and 
severe irreversible damage to sensory or- 
gans may occur, often complicated by sec- 
ondary infection. 

Microscopically, a greater abundance of 
meningothelial cells often in whorled 
configuration is noted and may resemble 
fibroblastic meningiomas. Psammoma bod- 
ies may or may not be present. Ulceration 
of the skin with intense inflammatory 
changes occur in some cases. 

Perforating neuraxis meningiomas 
(type III lesions) represent direct exten- 
sion to the subcutis or cutis from neuraxis 
meningiomas perforating through bone or 
infiltrating across a bone defect. Clinically, 
they may resemble cysts of the scalp but 
have a bluish vascular or hemorrhagic ap- 
pearance. Other times, they appear as dif- 
fuse swellings of the soft tissue of the 
scalp. Similar lesions may occur in the Spi- 


nal cord. X-ray films show a lytic defect 
and soft-tissue changes. This is a late 
manifestation of advanced CNS meningi- 
omas, with serious prognosis, since at this 
stage the tumors are generally inoperatle. 

Microscopically, the skin tumors have 
the histologic findings of the specific type 
of underlying meningioma, modified by its 
ectopic location. Cutaneous meningiomas 
with obvious deep extension beyond the 
cutis and subcutis, destructive bone 
changes, and inflammatory cellular re- 
sponse suggest a type III lesion. Within 
the deeper areas, meningothelial cells with 
or without psammoma bodies appear sur- 
rounding bony spicules. As the tumor 
pushes up, the tumor cells may be seen 
within the fat lobules or surrounding the 
cutaneous adnexae and infiltrating into the 
dermis. Reactive epidermal changes or 
ulceration, or both, may be present and 
may account for the acute inflammatory 
changes. A diagnosis of a type I or type II 
lesion requires careful exclusion of a neur- 
axis meningioma. When such lesions oecur 
in the orbit, nose, or ear, careful clini- 
copathologic correlation is of utmost im- 
portance. When bone destruction oceurs 
and the lesions are not circumscribed, a 
perforating neuraxis meningioma must be 
considered, unless it can be firmly estab- 
lished that the tumor is exclusively ectopic 
in location and no central nervous system 
meningioma is present. 


The Uncommon Explosive Iodide and Bro- 
mide Eruptions 
WALTER R. NICKEL, MD, James R. 
NICKEL, MD 

This paper concerns itself with the clini- 
cal manifestations of iodide and bromide 
eruptions, but, more importantly, it 
stresses the microscopical changes that 
have, as far as we are concerned, not been 
previously stressed. 

These microscopical changes include a 
“ballooning” or a “fried egg” appezring 
cell, assumed to be a histiocyte, that is the 
essential proliferating cell in eases of the 
iodide eruptions. This feature was seen in 
all three of the cases considered, and, when 
found, it should be valuable in suspect- 
ing the diagnosis of iododerma. Also the 
"wet"-pink staining eosinophilic homo- 
geneous material seems to account for the 
explosive clinical appearance of these 
lesions. 


Immunofluorescent Abnormalities in Leprosy 
Patients 
J. P. FrELDps, MD, E. A. ABEL, MD 
In this paper, we report direct and indi- 
rect immunofluorescence (IF) micrescop- 
ical findings in a large series of patients 
with leprosy classified according to the 
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seven-stage immuncpathological scale of 
Ridley Direct IF studies of cutaneous lep- 
romateus leprosy lesions and clinically 
"normal" skin, whick also displayed lepro- 
matous infiltrates under the light micro- 
scope, revealed granular deposits of IgM 
at the basement membrane zone in 16 
(35%) of 46 cases. Skia biopsy specimens of 
erythema nodosum le»rosum lesions in two 
lepromatous patients revealed specific 
granular deposits of C3 in dermal blood 
vessel walls. Studies en tuberculoid and in- 
determinate leprosy sions were negative 
for immunoglobulin and complement de- 
posits within the epieermis and dermis. 

Eighteen sera frem lepromatous pa- 
tients were studied br indirect IF with the 
use of normal human-skin and monkey lip 
as substrates. Except for antinuclear anti- 
bodies, predominantly of the IgM type 
present in seven sera. and cytoplasmic an- 
tibodies (U-CYT) to zhe upper epidermis 
present in two sera, circulating antibodies 
to epidermal components were not found 
in this series. 

These findings will be discussed in rela- 
tion to basic immurppathological abnor- 
malities associated with human leprosy. 


Benign Papular Acantholytic Dermatosis 
M. R. Heapuy, MD; S. B. TUCKER, MD; 
R. K. WINKELMANN, MD 

The ctinical and histopathologic findings 
in seven patients whe developed a chronic 
papular eruption are described. All pa- 
tients were white men, 41 to 63 years of 
age, with no family history of clinically im- 
portant cutaneous disease. Individual le- 
sions were 103-mm, frm, flesh-colored or 
reddish-brown papules. The lesions were 
intensely pruritic and were typically found 
on the upper trunk er neck. Five of the 
seven patients gave a reliable history of 
initiaticn or exacerba-ion of the lesions by 
sunlight. The mean euration of this dis- 
order exceeded two years. 

Focal acantholysis was the primary his- 
tologie observation. The acantholysis was 
noted to involve follieslar as well as inter- 
follicular epidermis. Hyperkeratosis and 
acanthosis occurred .o varying extents. 
Classic dyskeratosis with corps ronds and 
grains was not observed. 

Although each of the seven cases can be 
shown to demonstrate areas of definite 
acantholysis, the focal nature of this event 
is such that the process can be overlooked 
if serial sections are not examined. Sec- 
tions adjacent to acantholytie foci often 
reveal early and subtle stages of preacan- 
tholytic lessening of cell-to-cell adhesion. 

Benign papular acaatholytic dermatosis 
can be said to fall within the spectrum of 
focal acantholytic dyskeratosis, albeit at 
the acantholytic end o* that spectrum. The 
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dermatosis demonstrates clear differences 
from other papular acantholytie derma- 
toses, such as the transient acantholytic 
dermatosis of Grover, and from eruptive 
Darier disease-like papules, as described 
by Fishman and by Fine. 

A differential diagnosis of acantholytic 
disease will be presented. 


Transient Acantholytic Dermatosis: A Histo- 
logic Reevaluation 
Marc CHALET, MD; RALPH GROVER, 
MD; A. BERNARD ACKERMAN, MD 

Transient acantholytic dermatosis is a 
self-limited, primary acantholytic disease, 
occurring predominantly in individuals 
past the fifth decade of life. The primary 
lesions, discrete papules, and papulovesi- 
cles are distributed mainly on the chest, 
the back, and the thighs. The lesions are 
usually intensely pruritic. 

In this paper, biopsy specimens from 40 
patients whose skin disease corresponded 
to Grover’s original clinical description of 
transient acantholytic dermatosis is re- 
viewed. (Included are four cases that were 
described by Grover in his original article.) 

Four distinct histologic patterns are 
present in the biopsy specimens from these 
lesions: (1) a Darier disease-like pattern in 
which there is focal acantholysis and dys- 
keratosis overlying suprabasalar clefts, (2) 
a pemphigus vulgaris-like pattern in which 
there are a few acantholytic cells above 
discrete suprabasalar clefts having a 
mostly intact overlying epidermis, (3) a 
Hailey-Hailey-like pattern in which there 
are numerous acantholytic cells overlying 
suprabasalar clefts, and (4) a spongiotic 
pattern in which a few acantholytic cells 
are present within or contiguous with 
spongiotic foci. Some cases show a pre- 
dominance of one pattern, but more fre- 
quently two or more of these patterns can 
be found in a single biopsy specimen. 

In addition to detailing the histologic 
patterns of transient acantholytic derma- 
tosis, this paper gives histologic criteria 
for the differentiation of transient acan- 
tholytic dermatosis from diseases with 
which it can be confused, correlates the 
histologic patterns of transient acantho- 
lytic dermatosis with the clinical appear- 
ances of the disease, and briefly discusses 
the course of transient acantholytic der- 
matosis, including unusual persistent 
cases. 


A Study of Granuloma Annulare at the Fine 
Structural Level 
CDR C. RoBERT CHARLES, MC, USN; 
MAJ P. H. Cooper, MC, USA; ELSON 
B. Hetwic, MD 
The theories proposed for the develop- 
ment of necrobiotic connective tissue do 


not adequately explain the disappearance 
of nuclei, the tinctorial change in collagen, 
and the retention of connective tissue out- 
lines characteristic of this process. The 
necrobiotic disease, granuloma annulare, 
was studied with the electron microscope 
in the hope of resolving some of these 
questions. Our observations indicate that 
disruption and disintegration of his- 
tiocytes and fibroblasts with release of ly- 
sosomal enzymes by the histiocytes is an 
important early event in the development 
of necrobiosis. Other alterations include 
the deposition of cytoplasmic debris about 
many collagen fibrils and bundles second- 
ary to the cell disintegration. This material 
appears to protect collagen from destruc- 
tion and may account for the preservation 
of connective tissue outlines observed at 
the light microscopical level. Collagen fi- 
brils not protected by this material under- 
go degenerative changes, including separa- 
tion into constituent filaments or, less 
commonly, eomplete disintegration into 
granular debris. Further findings include 
banded fibrous aggregates that resemble 
fibrous long-spaced collagen. 


Eosinophilic Spongiosis: A Clinical, Histolog- 

ical, and Immunofluorescent Correlation 
Martin M. Black, MB, A. G. KNIGHT, 
London 

Eosinophilic spongiosis is a rare histo- 
logical finding first reported by Emmerson 
and Wilson Jones (1968).' They described 
seven patients with a widespread bullous 
eruption in whom early biopsies showed ec- 
zematous spongiosis and infiltration of the 
epidermis with eosinophils. Subsequent 
biopsy specimens and the clinical course 
revealed them to have pemphigus. Immu- 
nofluorescent facilities were not available 
at that time. 

The present study concerns the investi- 
gation of six patients, all women, between 
22 and 82 years of age. The clinical presen- 
tation was of a widespread pruritic erup- 
tion with greuped tense bullae. In one, a 
confident clinical diagnosis of bullous pem- 
phigoid was made. In two cases, the initial 
histologic finding showed subepidermal 
bulla formation consistent with pemphi- 
goid. However, further biopsy specimens 
revealed several foci of spongiosis contain- 
ing eosinophils, and serial sections showed 
midepidermal blister formation. Immuno- 
fluorescent studies gave positive results in 
four patients. Direct immunofluorescence 
showed strong intercellular fluorescence to 
IgG, whereas indirect immunofluorescence 
was only positive in one patient who clini- 
cally developed severe pemphigus. Two 
cases showed no immunopathologieal evi- 
dence of pemphigus, despite repeated test- 
ing over six months. 
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The immunopathological evidence indi- 
cates that most patients with eosinophilic 
spongiosis indeed have pemphigus. How- 
ever, the possibility cannot be entirely ex- 
cluded that some may be different and 
analogous to a condition recently delin- 
eated in children (benign chronic bullous 
dermatosis of childhood) (Bean et al, 
1971)? which closely resembles bullous 
pemphigoid but in which immunofluo- 
rescence findings are consistently nega- 
tive. 
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The Effects of Topical 5-Fluorouracil on Nor- 
mal Skin 
ALVIN S. ZELICKSON, MD 

Daily application of 1% fluorouracil (5- 
fluorouracil) cream to normal white skin 
results in marked morphologic alterations 
of the epidermis. Although clinical changes 
were not present, electron microscopical 
examination of the tissue demonstrates 
changes especially pronounced in the epi- 
dermal keratinocytes. 


The Pathogenesis of the Graft-vs-Host Reac- 
tion in Humans 
RoBERT W. Gorrz, MD 

Human graft-vs-host disease is defined 
and the classic clinical, chemical, and histo- 
pathological findings are reviewed, with 
emphasis on changes in the skin. Case re- 
ports of acute and chronic graft-vs-host re- 
actions are presented along with the re- 
sults of direct immunofluorescence studies 
of affected skin. Evidence is presented re- 
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lating to a concept that both cell-mediated 
(T-cell) and humoral (B-cell) phenomena 
contribute to the pathogenesis of the reac- 
tion. The findings derived from direct im- 
munofluorescence studies are discussed in 
relation to this combined mechanism. Fi- 
nally, the relationship between the graft- 
vs-host reaction and toxic epidermal ne- 
crolysis is discussed. 


Verruciform Xanthoma 
Francis V. HowELL, DDS, Gorpon M. 
Rick, DDS 
This oral lesion is of unknown cause and 
was first described as a clinical patholog- 
ical entity by Shafer in 1971; it generally is 
a solitary lesion of normal color or with 
slight erythema and occasionally presents 
as a keratotic lesion; the surface is usually 
rough, pebbly, and sessile, with occasional 
constriction at the base. Lesions larger 
than 1.5 cm in diameter are rare and occur 
in patients over 40 years old, with the most 
common site being the hard palate, partic- 
ularly adjacent to molar teeth. Histopatho- 
logically, the lesion has a verrucous and 
usually parakeratotic surface, with plug- 
ging of parakeratosis; bacterial super- 
imposition is usually found in surface para- 
keratin; rete pegs are elongated but uni- 
form, with no increase in mitotic activity. A 
characteristic histopathological feature is 
foam or xanthoma cells completely filling 
connective tissue papillae between rete 
pegs. Cells do not extend into submucosa be- 
low the pegs. Surgical treatment has been 
successful, with no reported recurrences. 


Trichoepithelioma and Pigmented Nevus: A 
Combined Malformation 
Homayoon RAHBARI, MD, Amir H. 
MEHREGAN, MD 
Combination of pigmented nevi and 


various forms of cutaneous adnexal ham- 
artomas have been reported before in dif- 
ferent contexts, but the importance of this 
association has not been fully appreciated. 
We are reporting seven cases of solitary 
cutaneous lesions of combined pigmented 
nevus and trichoepithelioma. We do rot 
consider the occurrence of these tumors as 
incidental combined malformations but as 
supporting evidence for the idea that tae 
nevus cell nevi are often neoplasms of 
nevus cells, together with the new forma- 
tion of connective tissue and various types 
of epithelial structures. These varieus ccn- 
stituents of the nevus cell nevi may prolif- 
erate and produce malformations ranging 
from verrucous epidermal hyperplasia, fol- 
licular cyst, trichostasis spinulosa, and, in 
extreme cases, trichoepithelioma or basal 
cell epithelioma in conjunction with nevus 
cell nevi. 


Brief Case Report: Annular Atrophic Plaques 
of the Face, a Variant of Lichen Sclerosus et 
Atrophicus 
Dr R. I. PATEL, Nairobi, Kenya; 
W. B. REED, MD; H. B. CHRISTIANSON, 
MD 

In 1969, Christianson reported the cases of 
two male patients with annular atrophic 
plaques of the face suggestive histopatho- 
logically of lichen sclerosus et atrophicus. He 
has seen a third male patient. 

Recently, we have seen three female pa- 
tients in Kenya with the same findings on 
the face, neck, and shoulders. All three 
showed histopathological features ef licken 
sclerosus et atrophicus (Dr Wilson-Jones). 

Direet immunofluorescence studies to 
globulins and complement have been nega- 
tive in two of the patients of Christianson. 
Stevanovic also noted two similar patients 
whose conditions he diagnosed as lichen sele- 
rosus et atrophicans (Arch  Dermctol 
103:226, 1971). 


Abstracts 


It's here- 
benzoyl peroxide in a stable, unique gel vehicle 
clinically as effective as tretinoin cream in reducing 
acne lesions, including comedones, on unselected 
 petients. 


Data on file Texas Pharmacal Company Medical Department 
See last page for full prescribing =formation. 
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REDUCTION OF ACNE LESION COUNTS BY VISIT 


...8 Unique gel vehicle for 
benzoyl peroxide proven 
effective without excessive 
drying and peeling. 


Persa-Gel. 
(BENZOYL PEROXIDE) 


Unique Acetone Gel 5% anc 10% 





Persa-Gel is an important advance 
in the adjunctive treatment of acne 
vulgaris on unselected patients. 

Here's the data: The results of a 
clinical study on unselected cases of acne 
vulgaris—Grade | and Il with random 
entry as shown on the graph. 

There was no significant difference 
between Persa-Gel and tretinoin cream 
in reduction of acne lesions, including 
comedones. 

Persa-Gel insures patient 
cooperation by avoiding excessive 
erythema and peeling. 

In addition to its proven 
effectiveness, Persa-Gel has a unique 
vehicle, one that sets it apart from 
all other benzoyl peroxide gels. 


Initial 1st 2nd 3rd 4th 5th 6th 7th 8th 
VISIT 





"Unselected patients were chosen, regardless cf skin type. A count was 
made of their acne lesions during their initial visit to rhe clinic. Further 
counts were made during each succeeding visit. Complete detcils on 
file at Texas Pharmacal Company Medical Department 

! Difference not significant ar the 5% level 


Persa-Gel has a unique acetone base, 
which enhances stability and cosmetic acceptability. 


The picture tells the story. The 
acetone base has a smooth, firm texture 
for greater physical stability. In our 
studies, acetone gels allow greater 
chemical stability to benzoyl peroxide 
than alcoho! gels.’ 





Alcohol Gels 








e Effective 

e Stable . 
e High patient acceptance 

e “One of a kind” acetone vehicle 


2 Data on File Texas Pharmacol Company Medical Department. 
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Unique 
Acetone Gel 


Persa- Gel. 


(BENZOYL PEROXIDE) 


Unique Acetone Gel sx. ac 10% 


CAUTION: Federal law prohibits dispensing without prescription. 
DESCRIPTION: Persa-Gel™ 5% contains 5% benzoyl peroxide; Persa-Gel™ 10% 
contains 70% benzoyl peroxide; in a gel base containing acetone, carbox- 
yvinyl polymer, triethanolamine, sodium lauryl sulfate, propylene glycol and 
purified water. 

ACTIONS: Benzoyl peroxide is primarily effective because of its drying, peeling 
and antiseptic action. 

INDICATION: For adjunctive topical therapy of acne vulgaris. 
CONTRAINDICATIONS: Benzoyl peroxide is contraindicated in patients with 
acute inflammation and in patients with a history of hypersensitivity to any of 
the components of the preparation. 

PRECAUTIONS: If excessive irritation develops, discontinue use and institute 
oppropriare therapy. After rhe reaction clears, treatment may often be re- 
sumed with less frequent applications. Avoid contact with eyes, eyelids, lips 
and other mucous membranes, and anterior neck. May bleach hair and 
colored fabrics. 

ADVERSE REACTIONS: Allergic contact dermatitis and severe erythema with 
crusting have been reported with topical benzoyl peroxide. 


DOSAGE AND ADMINISTRATION: Perso-Gel** (benzoyl peroxide) should be 
applied thinly to cover the face after cleansing with non-medicated soap and 
water or a degreaser. Initial application once daily before bedtime is recom- 
mended, increasing to twice daily as tolerance develops. Feelings of warmth 
and stinging and slight erythema may be noted initially. Ir is advisable to 
initiate therapy with Persa-Gel™ 5% shifting to the use of Persa-Gel™ 10% after 
3 or 4 weeks, or earlier if tolerance to the 5% has been determined. Theropeu- 
ric results are usually seen within 2 weeks with continued improvement there- 
after. 

HOW SUPPLIED: Persa-Gel™ 5%, 1.5 oz. tubes (NDC 0064-8610-31) 

Persa-Gel™ 10%, 1.5 oz. tubes (NDC 0064-8600-31 ) 


^, TEXAS PHARMACAL COMPANY 
b i San Antonio, Texas 78296 
R) 
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- Seborrheic dermatitis 


Lichen simplex 


Intert rigo 


Nummular dermatitis 


Stasis dermatitis 


Miliaria 
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Versatile 
in. 
practice 


The many forms of Cordran 
make it useful for a variety of 
corticosteroid-responsive 
dermatoses. 

The tape offers a unique and 
cosmetically acceptable delivery 
system. Impervious to moisture, 
the tape is especially advantageous 
for dry, scaling localized lesions. 
It acts as a mechanical splint to 
fissured skin and prevents 
accidental removal of the 
medication. 

Cream Cordran is water- 
miscible and therefore of use in 
moist, weeping lesions. Its 
nonstaining base contains no wax, 
and it is invisible after application. 

Ointment Cordran helps 
soften dry, scaly lesions and is 
paraben-free. 

Lotion Cordran is ideal for 
hairy areas and is well tolerated 
on inflamed skin. 

The half-strength cream and 
ointment preparations are 
economical for widespread 
dermatoses. 


Whena topical steroid 
is needed... 


Cordran 
(flurandrenolide) 


pii 


Description: Cordran® (flurandrenolide, Dista) is a potent cor- 
ticosteroid intended for topical use. The chemical formula of 
Son shag is 6a-fluoro-16a-hydroxyhydrocortisone 16,17-ace- 
onide. 

Each Gm of Cream Cordran contains 0.5 mg. (0.05 percent) 
or 0.25 mg. (0.025 percent) flurandrenolide in a base com- 
posed of stearic acid, cetyl alcohol, mineral oil, polyoxyl 40 
Stearate, ethylparaben, glycerin, and purified water. 

Each Gm. of Ointment Cordran contains 0.5 mg. (0.05 per- 
cent) or 0.25 mg. (0.025 percent) flurandrenolide in a base 
composed of white wax, cetyl alcohol, sorbitan sesquioleate, 
and white petrolatum. 

Each ml. of Lotion Cordran contains 0.5 mg. (0.05 percent) 
flurandrenolide in an oil-in-water emulsion base composed of 
glycerin, cetyl alcohol, stearic acid, glyceryl monostearate, 
mineral oil, polyoxyl 40 stearate, menthol, benzyl alcohol, and 
purified water. 

Cordran* Tape (flurandrenolide tape, Dista) is a transparent, 
inconspicuous, plastic surgical tape, impervious to moisture. 
Each square centimeter contains 4 mcg. of flurandrenolide 
uniformly distributed in the adhesive layer. The tape is made of 
a thin, matte-finish polyethylene film which is slightly elastic 
and highly flexible. 

The adhesive is a synthetic copolymer of acrylate ester and 
acrylic acid which is free from substances of plant origin. The 
pressure-sensitive adhesive surface is covered with a protec- 
tive paper liner to permit handling and trimming before applica- 
tion. 


Actions: Cordran is primarily effective because of its anti- 
inflammatory, antipruritic, and vasoconstrictive actions. 

Cordran Tape serves as both a vehicle and an occlusive 
dressing. Retention of insensible perspiration by the tape re- 
sults in hydration of the stratum corneum and improved dif- 
fusion of the medication. The skin is protected from scratching, 
rubbing, desiccation, and chemical irritation. The tape acts as 
a mechanical splint to fissured skin. Since it prevents removal 
of the medication by washing or the rubbing action of clothing, 
the tape formulation provides a sustained action. 


Indications: Cordran is indicated for relief of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 

Cordran, Half Strength, 0.025 percent, is recommended for 
economical maintenance therapy of widespread or chronic 
lesions. For initial therapy, full-strength (0.05 percent) prep- 
ncn a of Cream, Ointment, or Lotion Cordran may be pre- 
erred. 

The lotion form is especially advantageous in the treatment 
of acutely inflamed lesions. For ease of application and for 
cosmetic reasons, the lotion is also preferred for dermatitis of 
the scalp, eyelid, ear, and intertriginous areas. 

Cordran Tape is indicated for relief of the inflammatory man- 
ifestations cf corticosteroid-responsive dermatoses, partic- 
ularly dry, scaling localized lesions. 


Contraindications: Topical corticosteroids are contraindicated 
in vaccinia and varicella and in patients with a history of hyper- 
sensitivity to any of their components. 

Use of Cordran Tape is not recommended for lesions exud- 
ing serum or in intertriginous areas. 


Precautions: If irritation develops, Cordran should be discon- 
tinued and appropriate therapy instituted. 

In the presence of an infection, an appropriate antifungal or 
antibacterial agent should be used. If a favorable response 
does not occur promptly, Cordran should be discontinued until 
the infection has been adequately controlled. 

If extensive areas are treated or if the occlusive technique is 
used, there is a possibility of increased systemic absorption of 
the corticosteroid, and suitable precautions should be taken. 

Although topical corticosteroids have not been reported to 
have an adverse effect on pregnancy, the safety of their use on 
pregnant women has not been absolutely established. There- 
fore, they should not be used extensively, in large amounts, or 
for prolonged periods of time on pregnant patients. 

These products are not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have 
been reported with topical corticosteroid formulations: 


Acneform eruptions Hypertrichosis 
Burning Hypopigmentation 
Dryness Irritation 
Folliculitis Itching 


The following may occur more frequently with occlusive 
dressings (such as Cordran Tape): 
Maceration of the skin Skin atrophy 
Miliaria Striae 
Secondary infection 
In addition, the tape vehicle may cause purpura and strip- 
ping of the epidermis. 


Administration and Dosage: 

Cream, Ointment, or Lotion —For moist lesions, a small quan- 
tity of the cream or lotion should be rubbed gently into the 
affected areas two or three times a day. For dry, scaly lesions, 
the ointment is applied as a thin film to affected areas two or 
three times daily. 


Use with Occlusive Dressings 

The technique of occlusive dressings (for management of 
psoriasis and other persistent dermatoses) is as follows: 

1. Remove as much as possible of the superficial scaling 
before applying Cordran. Soaking in a bath will help soften the 
scales and permit easier removal by brushing, picking, or 
rubbing. 

2. Rub Cordran thoroughly into the affected areas. 

3. Cover with an occlusive plastic film, such as polyethylene, 
Saran Wrap™ or Handi-Wrap". (When Cordran cream or lotion 
is used, added moisture may be provided by placing a slightly 
dampened cloth or gauze over the lesion before the plastic film 
is applied.) 

4. Seal the edges to adjacent normal skin with tape or hold 
in place by a gauze wrapping. 


5. For convenience, the patient may remove the dressing 
during the day. The dressing should then be reapplied each 
night. 

6. For daytime therapy, the condition may be treated by rub- 
bing Cordran sparingly into the affected areas. 

7. In more resistant cases, leaving the dressing in place for 
three to four days at a time may result in a better response. 

8. Thin polyethylene gloves are suitable for treatment of the 
hands and fingers; plastic garment bags may be utilized for 
treating lesions on the trunk or buttocks. A tight shower cap is 
useful in treating lesions on the scalp. 

Occlusive Dressings Have the Following Advantages—\. Per- 
cutaneous penetration of the corticosteroid is enhanced. 

2. Medication is concentrated on the areas of skin where it 
is most needed 

3. This methad of administration frequently is more effective 
in very resistant dermatoses than is the eonventional applica- 
tion of Cordran. 

Precautions to Be Observed in Therapy with Occlusive Dressings 
—Treatment shauld be continued for at least a few days after 
Clearing of the lesions. If it is stopped too soon, a relapse 
may occur. Reinstitution of treatment frequently will cause re- 
mission. 

Because of the increased hazard of secondary infection 
from resistant strains of staphylococci among hospitalized 
patients, it is suggested that the use of occlusive plastic films 
for corticosteroid therapy in such cases be restricted. 

Generally, occlusive dressings should not be used on weep- ` 
ing, or exudative, lesions. 

When large areas of the body are covered, thermal homeo- 
stasis may be impaired. If elevation of body temperature 
occurs, use of the occlusive dressing should be discontinued. 

Rarely, a patient may develop miliaria, folliculitis, or a sensi- 
tivity to either the particular dressing material or a combination 
of Cordran and the occlusive dressing. If miliaria or folliculitis 
occurs, use of the occlusive dressing should be discontinued. 
Treatment by inunction with a corticosteroid such as Cordran 
may be continued. If the sensitivity is caused by the particular 
material of the Gressing, substitution of a different material 
may be tried. 

Warnings —Some plastic films are readily flammable. Patients 
should be cautioned against the use of any such material. 

When plastic films are used on infants and children, the per- 
sons caring for the patients must be reminded of the danger of 
suffocation if the plastic material accidentally covers the face. 

Cordran Tape — Replacement of the tape every twelve hours 
produces the lowest incidence of adverse reactions, but it 
may be left in place for twenty-four hours if it is well tolerated 


. and adheres satisfactorily. When necessary, the tape may be 


used at nighttime only and removed during the day. 

If ends of the tape loosen prematurely, they may be trimmed 
off and replaced with fresh tape. 

The directionsgiven below are included on a separate pack- 
age insert for the patient to follow unless otherwise instructed 
by the physician 


APPLICATION OF 
MEDICATED TRANSPARENT TAPE 


IMPORTANT: Skin should be clean and dry before tape ts 


applied. Tape should always be cut, never torn. 





DIRECTIONS FOR USE 

1. Prepare skin as directed by your physician or as follows: 
Gently clean the area to be covered to remove scales, crusts, 
dried exudates, and any previously used ointments or creams. 
A germicidal soap or cleanser should be used to prevent the 
development of ador under the tape. Shave or clip the hair in 
the treatment area to allow good contact with the skin and com- 
fortable removal. If shower or tub baths are to be taken, they 
should be completed beforethetape is applied. The skin 
should be dry before application of the tape. 

2. Remove tape from package and cut a piece slightly larger 
than area to be covered. Round off corners. 

3. Pull white paper from transparent tape. Be careful that 
tape does not stick to itself. 

4. Apply tape, keeping skin smooth; press tape into place. 
REPLACEMENT OF TAPE - 

Unless instructed otherwise by your physician, replace tape 
after twelve hours. Cleanse skin and allow it to dry for one 
hour before applying new tape. 


IF IRRITATION OR INFECTION DEVELOPS, REMOVE TAPE AND CON- 
SULT PHYSICIAN 





How Supplied: Cream and Ointment Cordran® (Fluran- 
drenolide, N.F.), 0.05 percent, in 7.5, 15, and 60-Gm. tubes 
and in 225-Gm. jars. 

Cream and Ointment Cordran* (Flurandrenolide, N.F.), Half 
Strength, 0.025 percent, in 30 and 60-Gm. tubes and in 225- 
Gm. jars. 

Lotion Cordran™ (flurandrenolide, Dista), 0.05 percent, in 
15 and 60-ml. plastic squeeze bottles. 

Cordran* Tape (flurandrenolide tape, Dista), in Small Rolls 
24 inches long and 3 inches wide (60 cm. x 7.5 cm.) and in 
Large Rolls 80 inches long and 3 inches wide (200 cm. x 7.5 
cm.). Directions for the patient are included in each package 
of Cordran Tape. (011573A] 
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Additional intormation available 
to the profession on request. 


Dista Products Company 


Division of Eli Lilly and Company 
Indianapolis. Indiana 46206 


Books 


Lupus Erythematosus, edited by Edmund L. 
Dubois, MD, ed 2, 763 pp, with illus, $36, Univer- 
sity of Southern California Press, 1974. 

This edition contains contributions 
from 20 authors, but the bulk of the 
work was done by the editor and prin- 
cipal author, Dr Edmund L. Dubois. 
Theebook is essentially a reissue of 
the first edition, with updated supple- 
ments at the end of each chapter. 

The volume reflects the tremendous 
experience Dr Dubois has had with 
lupus erythematosus (LE); the clinical 
chapters are enriched by a myriad of 
personal clinical anecdotes. The chap- 
ters on the differential diagnosis of 
systemic LE and on the NZB mouse 
strain as a model for autoimmunity 
are concise and well written. The 
chapter on discoid LE is excellent, al- 
though the lack of color illustrations 
is disappointing. 

The primary chapters, which have 
been left virtually in their original 
form, are eloquently written and 
spiced with historical perspective. 
The supplements, by comparison, 
seem like abbreviated afterthoughts. 
Inevitably, undue emphasis is placed 
on dated concepts eloquently dis- 
cussed in the original text, while the 
updated supplements do not receive 
enough attention. It is also lamen- 
table that the extensive bibliography 
is listed alphabetically by author, in- 
stead of being conveniently arranged 
by topic. 

Generally, the authors do an admi- 
rable job in covering all aspects of 
this fascinating and complicated dis- 
ease. The glaring exception is the sec- 
tion on tolerance and autoimmunity, 
which is discussed only in terms of 
the “forbidden clone” theory. The 
other mechanisms involved in these 
complicated and subtle processes are 
not adequately reviewed—a major 
omission in a text of this scope. In- 
stead, one whole chapter is devoted to 
the LE cell phenomenon and another 
to the importance of the false-posi- 
tive VDRL test for syphilis in LE. 

In conclusion, the book has consid- 
erable merit, but it suffers from its 
format. 

KENNETH H. FYE, MD 
San Francisco 
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News and Notes 


Pediatric Dermatology Seminar.—A 
three-day Pediatric Dermatology 
Seminar will begin Thursday eve- 


ning, Feb 19, 1976, at the Hyatt Hotel : 


on the ocean front of Miami Beach, 
Fla. The program will conclude on 
Sunday afternoon, Feb 22, to be 
followed by a post-seminar tour to 
Cozumel and Mérida in the Yucatán 
peninsula of Mexico. 

The course is designed to review 
the most recent advances about skin 
diseases in children. The format will 
be two 45-minute lectures, followed 
by a 30-minute question-discussion 
period in which the audience can quiz 
an internationally renowned faculty. 

The faculty and their subjects in- 
clude Drs. Richard K. Winkelmann, 
connective tissue and inflammatory 
vascular diseases; Albert M. Kligman, 
management misconceptions and 
controversies about acne; Robert 
Good, dermatological advances in im- 
munology and skin diseases as a mir- 
ror of blood cell function in children; 
C. Henry and Ruth Kempe, viral and 
social diseases; William B. Bean, med- 
ical, vascular, and internal diseases 
affecting skin of children; Richard 
Berger, insect bites; Guinter Kahn, 
diseases brought on by sunlight. 

The tuition is $125 ($75 for physi- 
cians in training). For further details, 
write to Guinter Kahn, MD, 16800 
NW Second Avenue, North Miami 
Beach, FL 33169. 


Congress of French-Speaking Derma- 
tologists.—Dermatologistes de Langue 
Francaise, an international dermato- 
logical association, will hold its 15th 
European and international congress 
in Marseille, France, and in Ajaccio, 
Corsica, May 25-30, 1976. The theme 
of the congress will be "Disorders of 
Cutaneous Pigmentation." Interna- 
tional participation is invited, and the 
official language will be French. For 
further information, write to Prof 
Agrégé Y. Privat, Secrétaire Général 
du XVe Congrés des Dermatologistes 
de Langue Francaise, Service de Der- 
matologie, Hótel-Dieu, 1, place Da- 
viel, 13002 Marseille, France. 
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Dermatopathology Elective.—A der- 
matopathology elective, directed by 
Dr A. Bernard Ackerman, for derma- 
tologists and pathologists will be 
conducted at the New York Univer- 
sity Post graduate Medical School. 

Dermatologists and pathologists 
may apply for enrollment in the 
dermatopathology elective on a week- 
ly basis, not to exceed two weeks. 

Each registrant will participate 
fully in all aspects of the dermato- 
pathology curriculum, along with the 
residents in dermatology and pathol- 
ogy and fellows in dermatopatholo- 


gy. 

The program includes the daily 
reading of a large number ef micro- 
scopic slides at double-headed micro- 
scopes and the attending of confer- 
ences concerning cutaneous clinical 
and pathological correlation, con- 
ferences that deal with problems in 
dermatopathology, and clinical con- 
ferences in which dermatopathology 
plays a role. 

All teaching is under the direc: su- 
pervision of Dr Ackerman. The fee is 
$300 per week. Requests for appli- 
cations should be mailed to: A. Ber- 
nard Ackerman, MD, Director of 
the Dermatopathology Section, New 
York University Medical Center, 562 
First Ave, New York, NY 10016. 


Situation Open.—The position of 
Professor and Chairperson, Depart- 
ment of Dermatology, University of 
Colorado, School of Medicine is open. 
The search committee solicits appli- 
cations from qualified individuals, 
with our participant’s interest being 
in minority and woman candidates. 
Those who qualify should write to 
C. Henry Kaemp, MD, Chairman, 
Search Committee, University of Col- 
orado Medical Center, 4200 E Ninth 
Ave, Denver, CO 80220. 


CORRECTION 
Figure Parts Placed Wrong.—In the 
LETTER TO THE EDITOR titled “Reply 
to Dr. Gartmann”, published in the 


October ARCHIVES (11:1365-1366, 
1975), the top right part of tne 
Figure should be the bottom right 
part and vice versa. The legend is 
correct as published. 
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Pure mild Ivory is one of the safest 
possible soaps you can recommend for 
sensitive skin. More doctors recommend 





Ivory than any other soap: Ivory may safely be 

used as an adjunct to treatment 
of cradle cap, scabies, impetigo 
and seborrhea. 


t makes sense. immersion experiments — 
|vorys absence of many extra confirm that Ivory is one 
ingredients helps minimize of the mildest, least irritating 
chances.ot irritation. soaps you can recommend. 

Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use Support 
including patch tests and arm this clinical experience. 


Summary of Procter & Gamble Market Research Study #69222. available on request fo interested physicians 





Efudex:therap 


(fluorouracil) 





Before 





Before treatment, patient shows widespread but 
relatively moderate solar keratosis—7/12/68. 


Solar keratosis is often a fact of life. 


Among any light-skinned population, 
extended exposure to the sun may lead to 
solar keratoses. Whether called solar. 
actinic or senile keratoses, these lesions have 
a characteristic appearance. Typically, they 
are flat or slightly elevated, of a brownish or 
reddish color, papular, dry, rough, adherent 
and sharply defined. They commonly occur 
as multiple lesions usually found on exposed 
portions of the skin. And because they may 
be premalignant, they should be treated. 





After a month of treatment with Efudex (fluorot racil) 5% 
—8/ 14/68. Sites of keratoses are erythematous. Lesions 
not visible before therapy have appeared; irtervening 
normal skin shows no response to the medication 


The action is where the lesion is. 


Response begins after several days of 
therapy with Efudex (fluorouracil) 5% Cream. 
The reaction is usually maximal with n two 
weeks, gradually subsiding after discontinua- 
tion of therapy. Healthy skin shows virtually no 
response to application of Efudex. Subclinical 
lesions will appear during the course of treat- 
ment. And, of course, lesions that do not 
respond should be biopsied to rule out frank 
neoplasms. The sequence of therapeutic 
action is erythema, vesiculation, erosion. 
ulceration, necrosis and then epithelization. 





Three anc one-half morchs following end of therapy— 
12/11/68. Skin appearsclear, with no evidence of 
scarring and no recurre»ce or new lesions. 


Its the results that count. 


Easily applied Efudex (fluorouracil) 5% 
Cream offers therap" that's convenient, effec- 
tive and has a high degree of safety. It usually 
providesexcellent cosmetic results, as seen 
in the phetograph above. Incidence of scar- 
ring, of particular importance with multiple 
facial lesions, is low. And the availability of 
the 5% cream, a Roche exclusive, adds econ- 
omy as well as outstanding clinical efficacy. 


Efudex5 


fluorouracil/ Roche 


Before prescribing, please consult complete 
product information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses. 

Contraindications: Patients with known hyper- 
sensitivity to any of its components. 

Warnings: If occlusive dressing used, may in- 
crease inflammatory reactions in adjacent normal skin. 
Avoid prolonged exposure to ultraviolet rays. Safe use 
in pregnancy not established. 

Precautions: If applied with fingers, wash hands 
immediately. Apply with care near eyes, nose and 
mouth. Lesions failing to respond or recurring should 
be biopsied. 

Adverse Reactions: Local—pain, pruritus, hyper- 
pigmentation and burning at application site most 
frequent; also dermatitis, scarring, soreness and tender- 
ness. Also reported—insomnia, stomatitis, suppuration, 
scaling, swelling, irritability, medicinal taste, photo- 
sensitivity, lacrimation, leukocytosis, thrombocytopenia, 
toxic granulation and eosinophilia. 

Dosage and Administration: Apply sufficient 
quantity to cover lesion twice daily with nonmetal 
applicator or suitable glove. Usual duration of therapy 
is 2 to 4 weeks. 

How Supplied: Solution, 10-ml drop dispensers— 
containing 2% or 5% fluorouracil on & weight/ weight 
basis, compounded with propylene glycol, tris(hydroxy- 
methyl)aminomethane, hydroxypropyl cellulose, 
parabens (methyl and propyl) and discdium edetate. 

Cream, 25-Gm tubes—containing 5% fluorouracil 
in a vanishing cream base consisting cf white petro- 
latum, steary! alcohol, propylene glycol, polysorbate 60 
and parabens (methyl and propyl). 


Roche Laboratories 
C ROCHE Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 
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Forovert and subclinical keratotic lesions 
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Mini-Brader, a light- 
weight portable derma- 
brader for scar revision, skin biopsy, tattoo removal 
and hair transplant. Quiet, battery-powered for use in 
office or O.R. Primarily for delicate facial areas. 

Cat. No. 5049, $210.00 








Accu-Temp "C" hot wire 
i s cautery with 2-inch 

flexible shaft for hemostasis and removal of small 

warts and moles. Batteries not replaceable. 

Cat. No. 4800 $9.90 





Tongue Clamp, an efficient method 
of inspecting and treating mucous 
membrane under tongue or cheek. 
Disposable. 

Cat. No. 9000, Box of 150 $15.75 





006 Doctor’s Six Pak, high-intensity, 
non-flickering beam — 6 lights per 
package. Batteries not replaceable. 
Cat. No. 1006, 1-2 6-packs, $7.00 
each; 3-5 6-packs, $6.50 each; 6+ 
6-packs, $6.00 each. 


concept ám 


Clearwater, Florida 33516 





If not available from your dealer, order direct from Concept, Inc. 





Now available! 


The latest 
information on 
self-assessment 

programs. 





The new edition of the | 
AMA’s DIRECTORY OF | 
SELF-ASSESSMENT 
PROGRAMS FOR PHY- 
SICIANS is now availa- 
ble. It lists programs 
sponsored by all major 
specialty societies, on 
21 topics. 








Each program is listed | 77777 
by topic and sponsor fae | 


FULVICIN-U/F® Tablets brand of j 
riseofulvin (microsize) tablets, U.S.P. 
LINICAL CONSIDERATIONS — 

INDICATIONS Griseofulvin is indicated for 

the treatment of ringworm infections of the 

skin, hair, and nails, namely: Tinea corporis, 

Tinea pedis, Tinea cruris, Tinea barbae, 

Tinea capitis, Tinea unguium (onychomycosis) 

when caused by one or more of the follcwing 

genera of fungi: Trichophyton rubrum, 

Trichophyton tonsurans, Trichophyton men- 

tagrophytes, Trichophyton interdigitalis, 

Trichophyton verrucosum, Trichophytor 

megnini, Trichophyton gallinae. Trichophyton 

crateriform, Trichophyton sulphureum, 

Trichophyton schoenleini, Microsporum 

audouini, Microsporum canis, Microspo-um 

gypseum, Epidermophyton floccosum. 

NOTE: Prior to therapy, the type of fungi re- 

sponsible for the infection should be identified. 

The use of this drug is not justified in 
minor or trivial infections which will respond 
to topical agents alone. 

Griseofulvin is not effective in the fo'low- 
ing: Bacterial infections, Candidiasis 
(Moniliasis), Histoplasmosis, Actinomycosis, 
Sporotrichosis, Chromoblastomycosis, 
Coccidioidomycosis, North American Blasto- 
mycosis, Cryptococcosis (Torulosis), Tinea 
versicolor, Nocardiosis. 


CONTRAINDICATIONS This drug is contra- 
indicated in patients with porphyria, hepato- 
cellular failure, and in individuals with a 
history of sensitivity to griseofulvin. 
WARNINGS Prophylactic usage: Safety and 
efficacy of griseofulvin for prophylaxis of 
fungal infections have not been established. 

Animal toxicology: Chronic feeding of 
griseofulvin, at levels ranging from 0.5-2.5% 
of the diet, resulted in the developmert of 
liver tumors in several strains of mice. 
particularly in males. Smaller particle sizes 
result in an enhanced effect. Lower oral 
dosage levels have not been tested. Sub- 
cutaneous administration of relatively small 
doses of griseofulvin, once a week, diring 
the first three weeks of life has also been 
reported to induce hepatomata in mice. 
Although studies in other animal species 
have not yielded evidence of tumorogenicity, 
these studies were not of adequate design to 
form a basis for conclusions in this regard. 

In subacute toxicity studies, orally admin- 
istered griseofulvin produced hepatocellular 
necrosis in mice, but this has not been seen 
in other species. Disturbances in porohyrin 
metabolism have been reported in griseofulvin- 
treated laboratory animals. Griseofulvin has 
been reported to have a colchicine-like effect 
on mitosis and cocarcinogenicity wit? methyl- 
cholanthrene in cutaneous tumor incuction 
in laboratory animals. 

Usage in pregnancy: The safety of -his drug 
during pregnancy has not been established. 

Animal reproduction studies: It hes been 
reported in the literature that grisecfulvin 
was found to be embryotoxic and te-atogenic 
on oral administration to pregnant rats. Pups 
with abnormalities have been reported in 
the litters of a few bitches treated with griseo- 
fulvin. Additional animal reproducticn studies 
are in progress. 

Suppression of spermatogenesis ^as been 
reported to occur in rats, but invest gation in 
man failed to confirm this. 

PRECAUTIONS Patients cn prolonged ther- 
apy with any potent medication shculd be 
under close observation. Periodic rronitoring 
of organ system functions, including renal, 
hepatic, and hematopoietic, should be done. 

Since griseofulvin is derived from species 
of Penicillium, the possibility of crcss sen- 
sitivity with penicillin exists; however, known 
penicillin-sensitive patients have been treated 
without difficulty. 

Since a photosensitivity reaction is occa- 
sionally associated with griseofulv n therapy, 
patients should be warnec to avoic exposure 
to intense natural or artificial sunlight. Should 
a photosensitivity reactiom occur, lupus 
erythematosus may be aggravated. 

Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that patients 
receiving these drugs concomitantly may 
require dosage adjustment of the anticoagu- 
lant during and after griseofulvin therapy. 

Barbiturates usually depress griseofulvin activ- 
ity and concomitant administration may require 
a dosage adjustment of the antifungal agent. 
ADVERSE REACTIONS When adverse 
reactions occur, they are most commonly of 
the hypersensitivity type, such as skin rashes, 
urticaria, and rarely, angioneurotic edema, 
and may necessitate withdrawal of therapy 
and appropriate counter-measures. Paresthe- 
sias of the hands and feet have been re- 
ported rarely after extended therapy. Other 
side effects reported occasionally are oral 
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Adapted from Symchowicz, S., and Katchen, B.: J. Pharm. Sci. 57:1383, 1968. 


The above graph depicts average peak serum plasma levels of FULVIC N-U/F following once-daily dosage 
of one FULVICIN-J/F 500 mg. tablet given before breakfast to six normal subjects for a seven-day period. 


Hours of fungistatic action at ringworm sites 


The above graph on plasma levels of FULVICIN-U/F 500 mg. in once-daily dosage indicates that this dosage is 
adequate to keep the-antibiotic available for antifungal action in the keratin precursor cells where fungi have 
invaded. With the growth checked by the fungistatic action, the fungi are cast off as the keratin grows out and 
sloughs off. Healthy t ssue replaces infected keratin of skin, hair, and nails. 


Clinical efficacy, safety, and convenience 


The Ultra-Fine form cf FULVICIN®—in clinical use for over 15 years— possesses two vital keys to success in 
long-term ringworm fherapy: product familiarity, and the confidence that comes after years of effective and safe 
therapy. For your patent: dosage simplicity. The easy-to-remember, once-a-day routine that helps avoid dosage 
delinquency and the »ossibility of therapeutic setbacks when therapeutic plasma levels are not maintained. 
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BETADI 


mi oui. hona] new ^ 
SEPTIC 


N ORBIT, COURTESY OF THE NATIONAL AERONALT!CS AND SPACE ADMINISTRATION 


BETADINE Skin Cleanser and BETADINE Ointment 
provide the same broad-spectrum microbicidal 
action as BETADINE microbicides chosen by NASA 
for the Skylab mission and for Apollo 11/12/74 
splashdowns. They kill gram-positive and gram- 
negative bacteria (including antibiotic-resistant 
Strains), fungi, viruses, protozoa and yeasts... 

are virtually nonirritating and nonstinging... 
nonstaining to skin and natural fabrics. 


BETADINE Skin Cleanser degerms the skin of 
patients with common pathogens, including 
Staph. aureus... helps prevent recurrence 
of acute inflammatory skin infections and 
Spread of infection in acne pimples... may 
be used routinely for general skin hygiene. 
(In the rare instance of local 
irritation or sensitivity, discon- 
tinue use in the individual.) 


BETADINE Ointment kills 
pathogens in skin and wound 
infections... indicated in 
infected stasis ulcers anc to 
help prevent infection in burns, 
lacerations and abrasions. Not 
greasy or sticky...the treated 
area can be bandaged. 


LJ 
Purdue Frederick 
© COPYRIGHT 1974, THE PURDUE FREDERICK COMPANY 
NORWALK, CONN. 06856 A7418 142574 
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Scratch. 
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EXSEL® LOTION (selenium sulfide 2.59 
Selenium sulfide doesnt have to sme 


like selenium sulfide. 


We found that out when we added lir 


fragrance to Exsel. 


And that little addition, along with Exse 


lathering capability and cos- 
metic elegance, puts us a 
good nose ahead of our 
well known competitor. 

Our consumer panels 
have told us that a pleasant 
fragrance is a significant 
factor in achieving selen- 
ium sulfide acceptance. 

You now have your pick 
of two fine lotions. 

But remember, Exsel is 
the one that smells nice. 


HERBERT LABORATORIES / IRVINE CA 
DERMATOLOGY DIVISION Of ALLERGAN 
PHARMACEUTICALS 
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Aquacare"/HP Cream and Lotion give you Cream and Lotion, with increased emolliency. 

a potent choice. Because Aquacare/HP is the are as silky smooth and cosmetically elegant 
only leading dry skin product with 10% urea. as any. 

It is urea that provides extra effectiveness Compared to all the other leading dry skin 
to treat the wide range of dry skin indications products around, the Aquacare/HP difference 
that you see in your practice. is 10% urea. 

And for all their potency, Aquacare/HP HERBERT 
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AUTHOR INDEX TO VOLUME 111 


. In this Index in alphabetical order are listed the names of authors of all articles. Full citation 
is given under first author only; reference is made from joint authors. Reviewers of books are 
listed in the Author Index. Names which begin with a prefix are entered under the prefix. 
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AchtemGA see De Dobneleer GD 

Ackerman AB: Cutaneeus pseudolymphoma re- 
sultinz from antiger injections (letter) 925 
(Jy) 

Ackerman AB: Dermal and epidermal types of 
erythema mulfiforme letter) 795 (Je) 

Ackerman AB see Korrberg R 

Ad Hoc Committee en Use of Antibiotics: 
Systemic antibioties for treatment of acne 
vulgaris, 1630 (De) 

Aeling JL see Nuss DD 

Ainis H see Barsky S 

Akers WA: Urticaria (Book Review) 277 (Fe) 

Akers WA see Ad Hoc Committee on Use of 
Antibiotics 

Alexander AM: Description of skin diseases and 
white skin (letter) 791 (Je) 

Alexander JO’D: Pemphigus vs acantholytic 
herpetiform dermatitis (letter) 794 (Je) 

Allen AM see Ad Hoc Committee on Use of 
Antibiotics 

Allende MF: Crvosurgery of Tumors of Skin 
and Oral Cavity (Book Review) 937 (Jy) 

Allington HV, Allington JH: Skin and Eye 
(Book Review) 404 (Mr) 

Allington JH see Allingten HV 

Altman J: Survey of maipractice claims in der- 
matology, 641 (My) 

Altman J see Mopper C 

Aly R: Medical Mycology (Book Review) 544 
(Ap) 

Aly R see Maibach HI 

Amon RB: Arterioveneus malformation re- 
semblirz kaposi sarcoma (letter) 1656 (De) 

Amon RE, Dimond RL: Toxic epidermal necrol- 
ysis, 1433 (No) 

Amon RB, Lis AW, Hantfin JM: Allergic con- 
tact dermatitis caused by idoxuridine, 1581 
(De) 

AndersomRR see Tanenbaum L 

Anderton RL, Rist TE, Smith JG Jr: Urethral 
diverticulum presenting as penile cyst (let- 
ter) 523 (Ap) 

Anderton RL, Smith JG Jr: Unilateral nevoid 
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(My) 

Apisarnthanarax P, Mullins JF: Dermal duct 
tumor, M71 (Se: 

Apisarnthenarax P see Hughes PSH 

Arnold HE: Regarding eponyms (letter) 1071 
(Au) 

Arnold HL Jr: Dermatology (Book Review) 404 
(Mr) 

Ashby S see Parish LC 

Augustine SM see Kamalam A 

Ayres S Jr, Mihan R: Pcst-herpes zoster neu- 
ralgia (letter) 385 (Mr) 


Baden HP: Therapy witk keratolytic gel and 
corticosteroid ointment, 1536 (No) 

Balkin SW: Treatment of corns by injectable 
silicone, 1143 (Se) 

Ballinger B see Raffle EJ 

Bargman HB, Wyse C: Ineontinentia pigmenti 
in 21-year-old man, 1606 | De) 

Barna B see Roenigk HH J* 

Barnett L see Weecon D 

Barnwell PA see Raff MJ 

Baron M, Wechsler-"HL: Lew-dosage cytarabine 
therapy for herpes zoster with pneumonia, 
910 (Jy) 

Barsky S, Engel G: Atypical hypertrophic li- 
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R: Hair transplant plugs sites as source of 
immunofluorescence substrate (letter) 1071 
(Au) 
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Cutaneous manifestations of lightning in- 
jury, 1466 (No) 

Baylor College of Medicine: Chronie lympho- 
cytic leukemia, 121 (Ja) 
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Baylor College of Medicine: Lymphocytoma or 
palpable migratory arciform erythema, 121 
(Ja) 

Bean SF: Necrotizing vasculitis, 121 (Ja) 

Bean SF, Holubar K, Gillett RB: Pemphigus 
involving eyes, 1484 (No) 

Bean SF, Jordon RE: Chronic nonhereditary 
blistering disease in children, 110:941 (De); 
correction, 111:502 (Ap) 

Bean SF see Jablonska S 

Beardmore GL, Davis NC: Multiple primary 
cutaneous melanomas, 603 (My) 

Beckett J: Recurring digital fibrous tumor of 
childhood, 1372 (Oc) 

Bedi TR see Pandhi RK 

Belcher RW, Palazij R, Wolinsky E: Immuno- 
logic studies in patients with sarcoidosis and 
cryptococcosis, 711 (Je) 

Belcher RW see Czarnetzki BM 
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ous fat necrosis, 896 (Jy) 

Bennin B see Barsky S 

Bergstresser PR, Halprin KM: Multiple sequen- 
tial skin cancers, 995 (Au) 

Bethune JE see Rabens SF 
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Autoantibodies in alopecia areata (letter) 
927 (Jy) 
Beutner EH see Jablonska S; Nisengard RJ 
Bishop GF see Greer KE 


Blaszczyk M see Jablonska S; Nisengard RJ 

Bleumink F see Doeglas HMG 

Blois MS: Sunlight and Man (Book Review) 
937 (Jy) 

Bloom R see Barsky S 

Boggio R: Adenoid cystic carcinoma of scalp 
(letter) 793 (Je) 

Bolat | see Solomon LM 

Bonder R see Urbach F 
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AM: Complement component analysis in an- 
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Brenner S see Krakowski A 
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Brisou B see Tsoitis G 
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1062 (Au) 
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Brust SW: Neutral red fluorescence (letter) 657 
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Bryan HG see Coskey RJ 

Burgdorf W: Multiple mucosal neuroma syn- 
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topical fluorouracil therapy (letter) 398 
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zadeh MH: Unusual case of granuloma an- 
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Burnett JW see Ad Hoc Committee on Use of 
Antibiotics 

Burnham TK: Antinuclear antibodies, 203 (Fe) 

Burns RE see McMillan GL 

Burry JN see Turner T 

Bushkell LL, Gorlin RJ: Leukonychia totalis, 
multiple sebaceous cysts, and renal calculi, 
899 (Jy) 
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Calhoun P: Cholesterol emboli causing zang- 
rene of extremities, 1373 (Oc) 

Callies QC see Jackson CE 

Calton GJ see Burnett JW 

Campos LT see Lanzotti VJ 

Canizares O: Meeting review, 1359 (Oc) 

Carr JF, Lewis CW: Tinea nigra palmaris, 904 
(Jy) 

Carson TE, Daane TA, Weinstein RL: Long- 
term intramuscular administration of triam- 
cinolone acetonide, 1585 (De) 

Castrow FF |l: Incontinentia pigmenti, first 
stage, 121 (Ja) 


Catalano PM: Hexachlorophene—not a ery of 
* wolf," 250 (Fe) 

Chalice R see Levit F 

Chandor SB see Quismorio FP 

Chang T-W, Fiumara N, Weinstein L: Methyl- 
ene blue and light therapy for herpes simplex 
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Chang T-W, Weinstein L: Eczema herpeticum, 
1174 (Se) 

Chapel TA see Rahbari H 

Chorzelski TP see Nisengard RJ 

Chretien PB see Dellon AL 

Christian GL, Krueger GG: Clindamycin vs 
placebo as adjunctive therapy in moderately 
severe acne, 997 (Au) 

Christophers E see Plewig G 

Clark RF, Clement ER: Double-blind compari- 
son of halcinonide and betamethasone valer- 
ate, 731 (Je) 

Clement ER see Clark RF 

Cochrane T: Post-herpes zoster neuralgia (let- 
ter) 396 (Mr) 

Cohen AH, Hollister DW, Reed WB: Skin in 
Winchester syndrome, 230 (Fe) 

Cohen HJ: Benzoyl peroxide gel in acne treat- 
ment (letter) 1535 (No) 

Constantine VS, Fuks ZY, Farber EM: Mechlor- 
ethamine desensitization in therapy for my- 
cosis fungoides, 484 (Ap) 

Cormane RH see Jablonska S 

Corwin HR: Neurotic excoriations (letter) 265 
(Fe) 

Cosini AB see Masters R 

Coskey RJ: Eruptive nevi (letter) 1658 (De) 

Coskey RJ: Macular amyloidosis (letter) 929 
(Jy) 

Coskey RJ, Bryan HG: Contact dermatitis due 
to perfume in Mycolog cream (letter) 131 
(Ja); correction, 544 (Ap) 

Coskey RJ, Bryan HG: Fixed drug eruption due 
to penicillin (letter) 791 (Je) 

Coskey RJ, Mehregan A: Bowen disease as- 
sociated with porokeratosis of Mibelli, 1480 
(No) 

Coupe RL: Citation error (letter) 658 (My) 

Coupe RL: Hypochromic nevus (letter) 394 
(Mr) 

Covo J see Krakowski A 

Cox D see Mac Vicar DN 

Cram D: Hypochromic nevus (letter) 394 (Mr) 

Cullen SI: Topical methenamine therapy for 
hyperhidrosis, 1158 (Se) 

Curth HO: Acanthosis nigricans following use 
of oral contraceptives (letter) 1069 (Au) 

Czarnetzki BM, Pomeranz JR, Khandekar PK, 
Wolinsky E, Belcher RW: Cat-scratch disease 
skin test, 736 (Je) 
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Daane TA see Carson TE 

Dahl MV, Matula G, Leonards R, Tuffanelli 
DL: Incontinentia pigmenti and defective 
neutrophil chemotaxis, 1603 (De) 

Dahl MV see Hoxtel E 

Daniell HW: Wrinkles (letter) 927 (Jy) 

Dantzig P: Angiolymphoid hyperplasia 
eosinophilia, 1064 (Au) 

Dantzig Pl: Affiliations omitted (letter) 
(Au) 

Davis NC see Beardmore GL 

De Dobbeleer GD, Ledoux-Corbusier MH, 
Achten GA: Graft versus host reaction, 1597 
(De) 

Del Prete G see Betterle C 

Dellon AL, Peck GL, Chretien PB: Hypopharyn- 
geal and laryngeal involvement with Darier 
disease, 744 (Je) 

Deodhar S see Handel DW 

Deodhar SD see Roenigk HH Jr 

Derbes VJ: Solecism (letter) 1215 (Se) 

Desimone P see Leavell UW 

Destombes P see Tsoitis G 

De Villez RL, Limmer BL: Juvenile xantho- 
granuloma and urticaria pigmentosa, 365 
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Dilaimy M: Lymphangitis caused by cantharidin 
— (letter) 1073 (Au) 
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Dodson RF see Fritz GS 
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Fisher AA: Paraben-induced dermatitis (letter) 
657 (My) 
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value [Brasher] 1140 Se) 


livedo vasculitis (vasculitis of atrephie 
blanche), immunoBistopathologic study 
[Schreeter] 188 (Fe) 

lupus erythematosus profundus following 


thrombocytopenic purpura [Zweiman] 347 
(Mr) 

Connective Tissue 

actinic zranuloma, annular disorder affecting 
sun- and heat-damaged  (elastotic) skin 
[O'Brien] 460 (Ap) 

Consanguinity 

incontinentia pigmenti achromians [Griffiths] 


Contraceptives, Oral 

acanthosis nigricans following use of (letter) 
[CurtE] 1069 (Au) 

Contracture 

alteration of hypertrophic scars induced by 
mechanical pressure [Kischer] 60 (Ja) 

Corns see Callosities 

Corticosteroids see Adrenal Cortex Hormones 

Co-Trimexazole 

Nocardia brasiliensis mycetoma: treatment with 
co-trimoxazole (letter) [Maibach] 656 (My) 

Cromedazine see Chlorpromazine 

Cromolyn Sodium 

therapy in chronic infantile eczema (letter) 
[Shaw] 1537 (No) 

Cross Reactions 

allergic contact dermatitis caused by idoxuri- 
dine, patterns of cross reactivity with other 
pyrim:dine analogues [Amon] 1581 (De) 

fixed skin eruption caused by oxyphenbutazone 
with cross-reactivity to phenylbutazone (let- 
ter) [Pandhi) 131 (Ja) 

Cryogenic Surgery 

pyogenic granuloma as complication of (letter) 
[Greer] 1536 (No) 

Cryotherapy see also Cryogenic Surgery 

liquid nitrogen, ulnar neuropathy after [Fi- 
nelli] 1340 (Oc) 

Cryptoc»ccosis 

immunciogic studies in »atients with sarcoidosis 
and [3elcher] 711 (Je) 

Culver, George D. 

dermatciogists of San Francisco, 1870 to 1920 
[Reesì 1377 (Oc) 

Curettaze 

multiple basal cell carcinomas of skin, treat- 
ment with [Reymann) 877 (Jy) 

Cutis Lzxa 

acquired (generalized elastolysis) [Luscombe] 
1062 Au) 

ultrastructural and biodhemical studies [Hashi- 
moto] 861 (Jy) 

Cyclophosphamide 

combined chemotherapy COP in treatment of 
mycosis fungoides (letter) [Leavell] 796 (Je) 

lichen myxedematosus, dermal infiltrative dis- 
order responsive to therapy with [Howsden ] 
1325 (Oc) 

Cylindroma 

adenoidicystic carcinoma of scalp (letter) [Bog- 
gio] 793 (Je) 

syndrome of trichoepitneliomas, milia, and cy- 
lindremas [Rasmussen] 610 (My) 

Cystadenoma 

ovarian. erythema anmulare centrifugum with 

(letter) [Ikada] 1537 (No) 


Cysts 

multiple sebaceous, leakonychia totalis, and 
renabealculi, a syndrome [Bushkell] 899 (Jy) 

urethral diverticulum presenting as penile cyst 
(letter) [Anderton] 523 (Ap) 

Cytarabine 

low-dosage therapy for herpes zoster with 
pneumonia [Baron] 10 (Jy) 

Cytosa: see Cytarabine 

Cytoxan see Cyclophosphamide 


Darier Disease see Keratosis Follicularis 

Dentifr:ces 

fluoride toothpastes, cause of acne-like erup- 
tions: (letter) [Saunders] 793 (Je) 

Dermal Duct Tumor see Sweat Gland Neo- 
plasms 
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.opieal and biochemical analysis aper egi, HA of palms (letter) [Rosenberg] 


1069 (Au) 
Dermatitis, Atopic 
pustular patch test reactions in [Uehara] 1154 


(Se) 

Dermatitis, Contact i 

allergic, caused by haloprogin [Rudolph] 1487 
(No) 

allergic, to underwear elastic chemically trans- 
formed by laundry bleach [Jordan] 593 (My) 

allergy to ethylenediamine (letter) [Eriksen] 
791 (Je) 

due to perfume in Mycolog cream (letter) 
[Coskey] 131 (Ja); correction, 544 (Ap) 

facial irritation due to sunscreen products (let- 
ter) [Parrish] 525 (Ap) 

urticaria syndrome due to diethyltoluamide (im- 
mediate-type hypersensitivity) [Maibach] 
726 (Je) 

Dermatitis Exfoliativa 

presumed generalized, to lidocaine (letter) 
[Hofmann] 266 (Fe) 

Dermatitis Herpetiformis 

acantholytic, pemphigus vs (letter) [Alexan- 
der] 794 (Je) 

chronic nonhereditary blistering disease in 
children [Bean] 110:941 (De); correction, 
111:502 (Ap) 

in a 6-year-old boy [Mac Vicar] 662 (My) 

test your knowledge quiz (letter) [Voron] (re- 
ply) [Goldyne] 659 (My) 

Dermatitis Medicamentosa 

acanthosis nigricans following use of oral con- 
traceptives (letter) [Curth] 1069 ( Au) 

acneiform eruption due to lithium carbonate 
(letter) [Yoder] 396 (Mr) 

allergic contact dermatitis caused by haloprogin 
[Rudolph] 1487 (No) 

allergic contact dermatitis caused by idoxuri- 
dine, patterns of cross reactivity with other 
pyrimidine analogues [Amon] 1581 (De) 

contact urticaria from cephalosporins [Tuft] 
1609 (De) 

contact urticaria from cobalt chloride [Smith] 
1610 (De) 

fixed drug eruption due to penicillin (letter) 
[Coskey] 791 (Je) 

fixed skin eruption caused by oxyphenbutazone 
with cross-reactivity to phenylbutazone (let- 
ter) [Pandhi] 131 (Ja) 

mechlorethamine desensitization in therapy for 
mycosis fungoides, topical desensitization to 
contact hypersensitivity [Constantine] 484 
(Ap) 

paraben-induced dermatitis (letter) [Fisher] 
657, (reply) [Nuss] 658 (My) 

presumed generalized exfoliative dermatitis to 
lidocaine (letter) [Hofmann] 266 (Fe) 

quinidine photosensitivity [Pariser] 1440 (No) 

2 unusual complications of topical fluorouracil 
therapy (letter) [Burnett] 398 (Mr) 

xerosis from lithium carbonate (letter) [Hox- 
tel] 1073 (Au) 

Dermatitis Venenata see Dermatitis, Contact 

Dermatofibroma see Fibroma 

Dermatologic Agents 

therapy with keratolytic gel and corticosteroid 
ointment (letter) [Baden] 1536 (No) 

Dermatology see also Skin Diseases 

bibliography of secondary sources on history 
of, obituaries and biographies in English 
journals before 1973 [Parish] A through L, 
1036 (Au); M through Z, 1188 (Se) 

dermatologists of San Francisco, 1870 to 1920 
[Rees] 1377 (Oc) 

DermLit, year’s experience with computerized 
literature search service [Levit] 1355 (Oc) 

importance of being visually literate, art and 
science of making morphological diagnosis 
in dermatology [Jackson] 632 (My) 

ionizing radiation therapy in, current use in 
US and Canada [Goldschmidt] 1511 (No) 

survey of malpractice claims in [Altman] 641 
(My) 

Dermatolysis see Cutis Laxa 

Dermatomycosis 

miconazole therapy for endemic fungal disease 
[Fulton] 596 (My) 

Dermatomyositis 

in 6 patients without initial muscle involve- 
ment [Krain] 241 (Fe); correction, 538 
(Ap) 

rough hyperkeratotic cuticles without telangiec- 
tasia in (letter) [Yaffee] 929 (Jy) 

Dermatophytosis see Dermatomycosis 

Dermatosclerosis see Scleroderma, Circum- 
scribed 


Dermatosis see Skin Diseases 

Desensitization 

mechlorethamine, in therapy for mycosis fun- 
goides, topical desensitization to contact hy- 
persensitivity [Constantine] 484 (Ap) 

Detergents 

acne detergicans [Mills] 65 (Ja) 

Dexamethasone 

new formula for depigmenting human skin 
[Kligman] 46 (Ja) 

Dextran 

low molecular weight, therapy for scleroderma 
(letter) [Johnson] 528 (Ap) 

Diabetes Mellitus 

generalized granuloma annulare (letter) [Vo- 
ron] 397, (reply) [Goldyne] 398 (Mr) 

Diastase see Amylase 

Diethyltoluamide 

contact urticaria to (immediate-type hyper- 
sensitivity), syndrome of [Maibach] 726 (Je) 

Disseminated intravascular Coagulation™ 

hemangioma-thrombocytopenia syndrome 
[Lang] 105 (Ja); correction, 636 (My) 

Diverticulosis 

urethral diverticulum presenting as penile cyst 
(letter) [Anderton] 523 (Ap) 

DNA 

anti-single stranded antibodies in scleroderma 
(letter) [Meffert] 129 (Ja) 

treatment of genetic disorders [Muller] 1628 
(De) 

Drug and Narcotic Control 

hexachlorophene—not a cry of “wolf” [Cata- 
lano] 250 (Fe) 

Drug Eruptions see Dermatitis Medicamentosa 

Drug Hypersensitivity 

toxic epidermal necrolysis, rapid differentia- 
tion between staphylococcal- and drug-in- 
duced disease [Amon] 1433 (No) 

Duhring Disease see Dermatitis Herpetiformis 

Duke University 

J. Lamar Callaway retires from chair at 
[Smith] 1207 (Se) 

Dyes 

hair, percutaneous penetration following use 
of [Maibach! 1444 (No) 

neutral red fluorescence (letters) [Brust, Jar- 
ratt] 657 (My) 


E 


Ectromelia, Infectious see Poxvirus Infections 

Eczema 

chronic infantile, cromolyn therapy in (letter) 
[Shaw] 1537 (No) 

craquelé (letter) [Murray] 1536 (No) 

herpeticum, treatment with methylene blue and 
light [Chang] 1174 (Se) 

Edema see also Angioneurotic Edema 

periorbital (letter) [Eichwald] 656 (My) 

solid, or scleredema of Buschke? [Spiller] 122 
(Ja) 

use of immunofluorescence staining in kerion 
[Imamura] 906 (Jy) 

Elastic Tissue 

actinic granuloma, annular connective tissue 
disorder affecting sun- and heat-damaged 
(elastotic) skin [O’Brien] 460 (Ap) 

cutis laxa, ultrastructural and biochemical stud- 
ies [Hashimoto] 861 (Jy) 

defect, unilateral wrinkles (letter) [Daniell] 
927 (Jy) 

Electron Microscopy see Microscopy, Electron 

Electrophoresis 

electron microscopical and biochemical analysis 
of colloid milium [Hashimoto] 49 (Ja) 

Embolism 

cholesterol emboli causing gangrene of extrem- 
ities [Calhoun] 1373 (Oc) 

Endocrine Glands 

candidiasis and multiple endocrinopathy with 
oral squamous cell carcinoma complications 
[Richman] 625 (My) 

Endoxan see Cyclophosphamide 

Eosinophilia 

angiolymphoid hyperplasia with [Dantzig] 1064 
(Au) 

Epidermal Cyst 

epidermoid cysts or epidermal inclusion cysts ? 
(letter) [Pinkus] (reply) [Greer] 130 (Ja) 

Epidermal Necrolysis, Toxic 

associated with allopurinol administration [Ell- 
man] 986 (Au) 

caused by gin and tonic (letter) [Jarratt] 132 
(Ja) 

rapid differentiation between staphylococcal- 
and drug-induced disease [Amon] 1433 (No) 
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review of 75 cases in children [Rasmussen] 1135 
(Se) à 

staphylococcal (letters) 
[Koblenzer] 1074 (Au) 

staphylococcal, treatment (letter) [Rasmussen] 
658, (reply) [Rudolph] 659 (My) 

Epidermolysis Bullosa 

acquisita with electron microscopical studies 
[Gibbs] 215 (Fe), (letter) [Woerdeman] 
1658 (De) 

hereditaria letalis (letter) [Hruby] 527 (Ap) 

nevoid follicular epidermolytic hyperkeratosis 
[Plewig] 223 (Fe) 

Epithelioma, Basal Cell see Carcinoma, Basal 
Cell 

Epithelium 

serum antiepithelial antibodies, and immuno- 
globulin deposits in lepromatous leprosy skin 
[Quismorio] 331 (Mr) 

Eponyms 

regarding (letter) [Arnold] 1071 (Au) 

Erythema 

annulare centrifugum [Brooks] 1062 (Au) 

annulare centrifugum with ovarian cystad- 
enoma (letter) [Ikada] 1537 (No) 

gyratum atrophieans transiens neonatale [Gia- 
notti] 615 (My) 

gyratum repens with metastatic adenocarci- 
noma [Skolnick] 227 (Fe) 

palpable migratory arciform, lymphocytoma or 
[Baylor College of Medicine] 121 (Ja) 

papulolenticular, Kaposi sarcoma-like granu- 
loma and  posterosive  syphiloid (letter) 
[Jackson] (reply) [Uyeda] 1071 (Au) 

variation of erythema with monochromator 
bandwidth (letter) [Diffey] 1070 (Au) 

Erythema Multiforme 

dermal and epidermal types of (letter) [Acker- 
man] 795 (Je) 

incontinentia pigmenti and defective neutro- 
phil chemotaxis [Dahl] 1603 (De) 

Erythema Nodosum 

granulomatous panniculitis in [Fórstróm] 335 
(Mr) 

leprosum in general hospital [Rea] 1575 (De) 

Erythrocytes 

autoerythrocyte sensitization syndrome, Gard- 
ner-Diamond syndrome with multiple glomus 
tumors [Pearson] 893 (Jy) 

Ethylenediamines 

allergy to (letter) [Eriksen] 791 (Je) 

Etidronate, Disodium 

therapy for dystrophic cutaneous calcification 
[Rabens] 357 (Mr) 

Eugenics 

treatment of genetic disorders [Muller] 1620 
(De) 

Excoriation, Neurotic see Self Mutilation 

Extremities 

cholesterol emboli causing gangrene of [Cal- 
houn] 1373 (Oc) 


[Rasmussen] 10738, 


Eye 
pemphigus involving [Bean] 1484 (No) 
Eyelids 
periorbital edema (letter) [Eichwald] 656 
(My) 
EF 
Face 


facial irritation due to sunscreen products (let- 
ter) [Parrish] 525 (Ap), (reply) [Wilson] 
1074 (Au) 

hemiatrophy 
(Fe) 

Family see Consanguinity 

Fatty Acids 

suppression by systemically administered anti- 
bioties, sebum: analysis by infrared spectros- 
copy [Pablo] 734 (Je) 

Fatty Tissue see Adipose Tissue 

Fever 

acute febrile neutrophilic dermatosis 
syndrome) [Greer] 1461 (No) 

Fibroblasts ; 

skin in Winchester syndrome, histologic and 
ultrastructural studies [Cohen] 230 (Fe) 

Fibroma 

basal cell carcinomas and basal cell carcinoma- 
like changes overlying dermatofibromas 
[Goette] 589 (My) 

recurring digital fibrous tumor of childhood, 
case 1 [Beckett] 1372 (Oc) 

Fibrous Dysplasia of Bone 

pseudopseudohypoparathyroidism with 
mon] 90 (Ja) 

Finger Joint 

pachydermodactyly: variant of true knuckle 
pad (letter) [Verbov] 524 (Ap) 


in art (letter) [Goldman] 263 


(Sweet 


[Solo- 
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Fingers 

krinkle finger syndrome, reaction to betameth 
asone benzoate gel (letter) [Yaffee] 266 (Fe) 

recurring digital fibrous tumor of childhood, 
case 1 [Beckett] 1372 (Oc) 

Fleas 

of foxes and (letter) [Rothenborg] 1215 (Se) 

Fluocinonide 

acute, eruptive Darier disease (keratosis follic- 
ularis), occurrence in an adult [Fishman] 221 
(Fe), (letter) [Sherwin] (reply) [Fishman] 
1215 (Se) 

Fluorescence 

neutral red (letters) [Brust, Jarratt] 657 (My) 

Fluorescent Antibody Technic 

antinuclear antibodies, prognostic significance 
of nuclear immunofluorescent patterns in 
lupus erythematosus [Burnham] 203 (Fe) 

diagnosis of systemic lupus erythematosus, im- 
portance of antinuclear antibody titers and 
peripheral staining patterns [Nisengard] 
1298 (Oc) 

hair transplant plugs sites as source of immuno- 
fluorescence substrate (letter) [Barsky] 1071 
(Au) 

use of immunofluorescence staining in kerion 
[Imamura] 906 (Jy) 

uses for immunofluorescence tests of skin and 
sera, utilization in diagnosis of bullous dis- 
eases, lupus erythematosus, and certain other 
dermatoses, cooperative study, 371 (Mr) 

Fluorides 

toothpastes, cause of acne-like eruptions (let- 
ter) [Saunders] 793 (Je) 

Fluorouracil 

topical, effects on normal skin [Zelickson] 1301 
(Oe) 

topical therapy, 2 unusual complications of 
(letter) [Burnett] 398 (Mr) 

Folliculitis 

pseudofolliculitis pubis (letter) 
(Ja) 

Foot 

acral keratoderma [Nesbitt] 763 (Je) 

hairy cutaneous malformations of palms and 
soles, hereditary condition [Jackson] 1146 
(Se) ; correction, 1525 (No) 

restoration of bones in mycetoma [Kamalam] 
1178 (Se) 

Foreign Bodies 

unusual foreign body secondary to nail injury 
(letter) [Wilkinson] 525 (Ap) 

Foxes 

of fleas and (letter) [Rothenborg] 1215 (Se) 

Freezing see Cryogenic Surgery; Cryotherapy 

Fungus Diseases see Mycoses 
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[Garcia] 130 


G 

Gangrene 

hyperbaric oxygen therapy for pyoderma gan- 
grenosum (letter) [Fuhrman] 657 (My) 

of extremities, cholesterol emboli causing [Cal- 
houn] 1373 (Oc) 

pyoderma gangrenosum and rheumatoid arth- 
ritis [Stolman] 1020 (Au) 

Gantanol see Sulfamethoxazole 

Gardner-Diamond Syndrome 

with multiple glomus tumors [Pearson] 893 
(Jy) 

Genetic Engineering see Genetic Intervention 

Genetic Intervention 

treatment of genetic disorders [Muller] 1620 
(De) 

Genetics, Human see also Eugenics; Heredi- 
tary Diseases 

familial progressive 
[Greger] 81 (Ja) 

hypochromic nevus, inheritance question (let- 
ter) [Coupe] (reply) [Cram] 394 (Mr) 

leukonychia totalis, multiple sebaceous cysts, 
and renal calculi, a syndrome [Bushkell] 899 
(Jy) 

localized scleroderma [Wuthrich] 98 (Ja) 

syndrome of trichoepitheliomas, milia, and cy- 
lindromas [Rasmussen] 610 (My) 

Genital Diseases, Male 

mutilating granuloma inguinale [Fritz] 1464 
(No) 

Geotrichosis see Mycoses 

Glomangioma 

Gardner-Diamond syndrome with multiple 
glomus tumors [Pearson] 893 (Jy) 

Glomus Tumor see Glomangioma 

Glucocorticoids, Topical 

tachyphylaxis to action of [du Vivier] 581 
(My) 


systemic scleroderma 


. Goltz Syndrome 
.. focal dermal hypoplasia [Solomon] 272 (Fe) 


Gonadotropins, Chorionic 

profuse hair loss (letter) [Goette) 930 (Jy) 

Gonorrhea 

recommended treatment 
[Henderson] 317 (Mr) 

Graft vs Host Reaction 

chronic cutaneous, following bone marrow 
transplantation [Masters] 1526 (No) 

ultrastructural study [De Dobbeleer] 1597 (De) 

Granuloma 

actinic, annular connective tissue disorder af- 
fecting sun- and heat-damaged (elas<otic) 
skin [O’Brien] 460 (Ap) 

annulare, generalized (letter) [Veron] 397, (re- 
ply) [Goldyne] 398 (Mr) 

annulare, unusual case (letter) [Burnett] 931 
(Jy) 

generalized paraffinoma (sclerosing lipogranu- 
loma) [Urbach] 660 (My) 

granulomatous panniculitis in emythema nodo- 
sum [Fórstróm] 335 (Mr) 

intertriginosum infantum (granuloma g'utae- 
ale infantum) (letter) [Hamada] 1072 (Au) 

juvenile xanthogranuloma and urticaria pig- 
mentosa [De Villez] 365 (Mr) 

Kaposi sarcoma-like, and posterasive sypailoid 
(letter) [Jackson] (reply) [Uyeda] 1071 
(Au) 

lymphomatoid granulomatosis of skin, new 
clinicopathologic entity [Minars! 493 (Ap) 

pruritic maculopapular skin lesiens in sarcoi- 
dosis, unusual clinical presentation [Fong] 
362 (Mr) 

pyogenic, as complication of cryosurgery (let- 
ter) [Greer] 1536 (No) 

Granuloma, Hodgkin see Hodgkin Disease 

Granuloma Inguinale 

mutilating [Fritz] 1464 (No) 

Granuloma, Malignant see Hodgkin Disease 

Granuloma Venereum see Granuloma Ingui- 
nale 

Griseofulvin 

topically applied, in prevention and treatment 
of Trichophyton mentagrophytes [Epstein] 
1293 (Oc) 


schedules for—1974 


H 


Hair 

dyes, percutaneous penetration following use 
of [Maibach] 1444 (No) 

hairy cutaneous malformations ef palms and 
soles, hereditary condition [Jackson] 1146 
(Se); correction, 1525 (No) 

nevoid follicular epidermolytic byperkeretosis 
[Plewig] 223 (Fe) 

transplant plugs sites as source of immuno- 
fluorescence substrate (letter) [Barsky] 1071 
(Au) 

Halcinonide 

double-blind comparison of betamethasone val- 
erate and, use with occlusive dressings in 
psoriasis [Clark] 731 (Je) 

Halog see Halcinonide 

Haloprogin 

allergie contact dermatitis caused by [Rudolph] 
1487 (No) 

Halotax see Haloprogin 

Hamartoma 

myokymia, 
130 (Ja) 

Hand 

acral keratoderma [Nesbitt] 763 (Je) 

hairy cutaneous malformations cf palms and 
soles, hereditary condition [Jackson] 1146 
(Se); correction, 1525 (No) 

hyperkeratotic dermatitis of palms 
[Rosenberg] 1069 (Au) 

spiny palmar keratosis (letter) [Barsky] 1214 
(Se) 

Hansen Disease see Leprosy 

Hemangioma 

hemangioma-thrombocytopenia syndrome, dis- 
seminated intravascular coagulopathy [Lang] 
105 (Ja); correction, 636 (My) 

Hereditary Diseases 

acral keratoderma [Nesbitt] 763 (Je) 

congenital and genetic disorders associated with 
malignant and nonmalignant tumors (letter) 
[Reed] 525 (Ap) 

hairy cutaneous malformations of palms and 
soles [Jackson] 1146 (Se); correction, 1525 
(No) 

treatment of genetic disorders [Muller] 1620 
(De) 


skin rippling (letter) [Tonkens] 


(letter) 
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Herpes Simplex 
grt ow mucocutameous—2 [Lopyan] 120 
(Ja) 


eczema herpeticum, treatment with methylene 
blue amd light [Chang] 1174 (Se) 

methylene blue and ligāt therapy for (letter) 
[Chang] 265 (Fe) 

neutral red fluorescence (letters) [Brust, Jar- 
ratt] 657 (My) 

Herpes Simplex Virus see 
inis 

Herpes Zoster 

in early pregnancy 
(De) 

neuralgia after, response to vitamin E therapy 
(letter) [Gochrane] (reply) [Ayres] 396 
(Mr) 

with pnewmonia, low-dosage cytarabine therapy 
for [Baron] 910 (Jy) 

Herpesvirus Hominis 

eczema herpeticum, treatment with methylene 
blue and light [Chang] 1174 (Se) 

Hexachlorophene 

not a cry of “wolf” [Catatano] 250 (Fe) 

Hirsutism 

idiopathic. testosterone metabolism in skin, re- 
view of its function in, including recent stud- 
ies with-antiandrogens 'Price] 1496 (No) 

Histiocytes 

sea-blue, in 
1165 (Se) 

Histocompatibility Antigens 

in psoriasis [Krulig] 857 | Jy) 

Histology 

apparently normal skin in lepromatous leprosy, 
histopathological findines [Rea] 1571 (De) 

scabies, histological study of inflammatory le- 
sions [Hejazi] 37 (Ja) 

History of'Medicine 

bibliograpay of secondary sources on history of 
dermatology, obituaries and biographies in 
English journals befcre 1973 [Parish] A 
through L, 1036 (Au): M through Z, 1188 
(Se) 

dermatologists of San Francisco, 
[Rees] :377 (Oc) 

HL-A see Histecompatibility Antigens 

Hodgkin Disease 

photosensitivity reaction to vinblastine [Breza] 
1168 (Se 

Houston Dermatological Society 

selected case presentations, 1972-1973, 120 (Ja) 

Hydrea see Hydroxyurea 

Hydroquinones 

new formula for depigmenting human skin 
[Kligman] 40 (Ja) 

Hydroxyurea 

skin changes secondary te therapy with [Ken- 
nedy] 183 (Fe) 

Hyperbaric Oxygenation 

therapy fer pyoderma gangrenosum 
[Fuhrman] 657 (My) 

Hyperhidresis see Sweating 

Hyperkeratosis see Keratosis; Keratosis Fol- 
licularis 

Hyperplasia 

angiolymphoid, 
1064 (Au) 

Hypersensitivity 

allergy to ethylenediamine (letter) [Eriksen] 
191 (Je) 


Herpesvirus Hom- 


(letter) [Jackson] 1658 


mycosis fungoides [Robinowitz] 


1870 to 1920 


(letter) 


with eosinophilia [Dantzig] 


chlorpromazine photoallergy, coexistence of 
immediate and delayed type [Horio] 1469 
(No) 


no cell-mediated autohypersensitivity in psori- 
asis (letter) [Robinowit-] 1074 (Au) 

Hypersensitivity, Immediate 

contact urtiearia due to diethyltoluamide [Mai- 
bach] 726 (Je) 

Hypertrichosis 

skin in Winchester syndrome, histologic and 
ultrastructural studies [Cohen] 230 (Fe) 

Hypertrophy 

alteration of hypertrophie scars induced by 
mechanical pressure [Kischer] 60 (Ja) 

Hypothalamo-Hypophyseai System 

long-term intramusclar administration of tri- 
amcinolone acetonide, effect on hypothalam- 
ic-pituitary-adrenal axis Carson] 1585 (De) 

Hypothermia, Induced seerCryogenic Surgery 

Hypotrichosis see Alopecia 
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;' therapy (letter) [Burnett] 398 (Mr) 


acquired, in Kaposi sarcoma (letter) [Krakow- 
ski] 1213 (Se) . 

acquired, Sézary syndrome and [Luscombe] 
1062 (Au) 

acquired, sign of nonlymphoproliferative ma- 
lignant disorders [Flint] 1446 (No) 

Idoxuridine 

allergic contact dermatitis caused by, patterns 
of cross reactivity with other pyrimidine ana- 
logues [Amon] 1581 (De) 

Ifosfamide see Cyclophosphamide 

IgM 

decreased serum levels of, test your knowledge 
quiz (letter) [Voron] (reply) [Goldyne] 659 


(My) 

Immunity, Cellular 

immunologic studies in patients with sarcoidosis 
and eryptococcosis [Belcher] 711 (J e) 

microcytotoxicity and serum blocking factors 
in malignant melanoma and halo nevus 
[Roenigk] 720 (Je) 

Immunochemistry 

immunocytochemical localization of cathepsin 
D in rabbit skin [Lazarus] 1150 (Se) 

Immunofluorescence Technic see Fluorescent 
Antibody Technic 

Immunoglobulins 

deposits in lepromatous leprosy skin, occurrence 


of serum antiepithelial antibodies [Quis- 
morio] 331 (Mr) 
livedo vasculitis (vasculitis of atrophie 
blanche), immunohistopathologic study 
[Schroeter] 188 (Fe) 
lupus erythematosus profundus following 


thrombocytopenic purpura [Zweiman] 347 
(Mr) 

Immunology 

discoid lupus erythematosus as part of larger 
disease spectrum, correlation of clinical fea- 
tures with laboratory findings [Prystowsky] 
1448 (No) 

mechlorethamine in psoriasis, further attempts 
to induce immunological tolerance [Breza] 
1438 (No) 

necrotizing vasculitis, etiologic aspects of [Han- 
del] 847 (Jy) 

Immunosuppressive Agents 

Kaposi sarcoma (letter) [Goette] 656 (My) 

Inbreeding see also Consanguinity 

familial progressive systemic 
[Greger] 81 (Ja) 

Incontinentia Pigmenti see Pigmentation Dis- 
orders 

Indocin see Indomethacin 

Indomethacin 

orally given, and blood flow response to UVL 
[Greenberg] 328 (Mr) 

Infant 

granuloma intertriginosum infantum (granu- 
loma glutaeale infantum) (letter) [Hamada] 
1072 (Au) 

Infant, Newborn 

erythema gyratum atrophicans transiens neo- 
natale [Gianotti] 615 (My 

incontinentia pigmenti in [Owens] 120 (J a) 

incontinentia pigmenti in, first stage [Castrow] 
121 (Ja) 

Information Services 

DermLit, year’s experience with computerized 
literature search service [Levit] 1355 (Oe) 

Infrared Rays 

sebum: analysis by infrared spectroscopy, Sup- 
pression of fatty acids by systemically ad- 
ministered antibiotics [Pablo] 734 (Je) 

Injections 

antigen, cutaneous pseudolymphoma resulting 
from (letter) [Samuelson] (reply) [Acker- 
man] 925 (Jy) 

Injections, Intramuscular 

long-term administration of triamcinolone ace- 
tonide, effect on hypothalamic-pituitary-ad- 
renal axis [Carson] 1585 (De) 

Insect Bites and Stings 

of fleas and foxes (letter) [Rothenborg] 1215 
(Se) 

Insulin 

isophane, chronic urticaria from therapy with, 
sensitivity associated with noninsulin com- 
ponents in commercial preparations [Shore] 
94 (Ja) 

International Society of Tropical Dermatol- 


scleroderma 


meeting review [Canizares] 1359 (Oc) 
intradermal Tests see Skin Tests 


ioderma caused by amiodarone (letter) 
ters] 1656 (De) 


Lror- 


J 
Jurisprudence see Malpractice 
K 


Kaposi Sarcoma see Sarcoma, Kaposi 

Kenalog see Triamcinolone Acetonide 

Keratoacanthoma 

centrifugum marginatum [Weedon] 1024 (Au) 

giant, of nose [Rapaport] 73 (Ja) 

Keratoderma see Keratosis 

Keratolytic Agents see Dermatologic Agents 

Keratosis 

acral keratoderma [Nesbitt] 763 (Je) 

Bowen disease associated with porokeratosis of 
Mibelli [Coskey] 1480 (No) 

hyperkeratotic dermatitis of palms 
[Rosenberg] 1069 (Au) 

multiple minute digitate hyperkeratoses [Yoon] 
1176 (Se) 

punctate keratoderma [Laskas] 920 (Jy) 

sign of Leser-Trélat (letter) [Gitlin] 792 (Je) 

spiny palmar (letter) [Barsky] 1214 (Se) 

Keratosis Follicularis 

acute, eruptive Darier disease, occurrence in 
an adult [Fishman] 221 (Fe), (letter) 
[Sherwin] (reply) [Fishman] 1215 (Se); 
transient acantholytic dermatosis, not Darier 
disease (letter) [Lynfield] (reply) [Fish- 
man] 1366 (Oc) 

hypopharyngeal and laryngeal involvement with 
Darier disease [Dellon] 744 (Je) 

nevoid follicular epidermolytic hyperkeratosis 
[Plewig] 223 (Fe) 

Kerion 

use of immunofluorescence staining in [Ima- 
mura] 906 (Jy) 

Kidney Calculi 

leukonychia totalis, multiple sebaceous cysts, 
and renal calculi, a syndrome [Bushkell] 899 
(Jy) 

Kidney Neoplasms 

metastases simulating Kaposi sarcoma, radio- 
nuclide scanning, aid in diagnosis and treat- 
ment planning [Rogow] 717 (Je) 


uem 
(letter) 


K, 

Larynx 

hypopharyngeal and laryngeal involvement 
with Darier disease [Dellon] 744 (Je) 

LE Cells see Antinuclear Factors 

Leishmaniasis 

cutaneous, metronidazole therapy for [Peder- 
sen] 1343 (Oc) 

Leprosy 

erythema nodosum leprosum in general hospi- 
tal [Rea] 1575 (De) 

lepromatous, apparently normal skin in, histo- 
pathological findings [Rea] 1571 (De) 

lepromatous, immunoglobulin deposits in skin, 
occurrence of serum antiepithelial antibodies 
[Quismorio] 321 (Mr) 

tuberculoid, vs sarcoidosis 
(My) 

Leukemia, Granulocytic see Leukemia, Myelo- 
cytic 

Leukemia, Lymphocytic 

chronic, skin infiltration vs leukemid reaction 
[Baylor College of Medicine] 121 (Ja) 

Leukemia, Myelocytic 

skin changes secondary to hydroxyurea therapy 
[Kennedy] 183 (Fe) 

Leukemia, Myelocytic, Chronic see Leukemia, 
Myelocytic 

Leukemia, Myelogenous, 
kemia, Myelocytic 

Leukemia, Naegeli Type see Leukemia, Myelo- 
cytic 

Leukemoid Reaction 

chronic lymphocytic leukemia, skin infiltra- 
tion vs leukemid reaction [Baylor College of 
Medicine] 121 (Ja) 

Leukocytes 

transfusion, graft vs host reaction, ultrastruc- 
tural study [De Dobbeleer] 1597 (De) 

Leukocytosis 

acute febrile neutrophilic dermatosis (Sweet 
syndrome) [Greer] 1461 (No) 

Leurocristine see Vincristine Y 

Libman-Sacks Disease see Lupus Erythemato- 
sus, Systemic 


[Greenbaum] 660 


Chronic see Leu- 


Subject Index 1691 


— 
= 
soe 


myxedematosus, dermal infiltrative disorder 
responsive to cyclophosphamide therapy 
[Howsden] 1325 (Oc) 

Lichen Planus 

atypical hypertrophic [Barsky] 533 (Ap) 

of mouth and vulva with chronic candidiasis 
[Livingood] 535 (Ap) 

Lidex see Fluocinonide 

Lidocaine 

presumed generalized exfoliative dermatitis to 
(letter) [Hofmann] 266 (Fe) 

Light see also Photosensitization 

eczema herpeticum, treatment with methylene 
blue and [Chang] 1174 (Se) 

photoinactivation, neutral red fluorescence (let- 
ters) [Brust, Jarratt] 657 (My) 

tar phototoxicity and phototherapy for psoria- 
sis [Tanenbaum] 467 (Ap) 

therapy and methylene blue for herpes simplex 
o) [Chang] 265 (Fe) 

Lighting 

artificial sources, limited usefulness of (letter) 
[Fusaro] 394, (reply) [Urbach] 395 (Mr) 

fluorescent, fixed long ultraviolet eruption [Em- 
mett] 212 (Fe) 

Lightning 

injury, cutaneous manifestations of [Bartho- 
lome] 1466 (No) 

Lipase 

in skin, acute generalized panniculitis with 
[Fórstróm] 497 (Ap) 

Lithium Carbonate 

acneiform eruption due to (letter) [Yoder] 396 
(Mr) 

xerosis from (letter) [Hoxtel] 1073 (Au) 

Livedo Reticularis see Vascular Diseases 

Liver 

azaribine therapy for psoriasis, evaluation of 
potential effects on [Keefer] 853 (Jy) 

Liver Disease 

in psoriaties (letter) [Yaffee] 524 (Ap) 

Lomustine see Nitrosourea Compounds 

Los Angeles Dermatological Society 

March 13, 1974, transactions, 1062 (Au) 

April 10, 1974, transactions, 1371 (Oc) 

Lupus Erythematosus, Discoid 

as part of larger disease spectrum, correlation 
of clinical features with laboratory findings 
[Prystowsky] 1448 (No) 

uses for immunofluorescence tests of skin and 
sera, utilization in diagnosis of, cooperative 
study, 371 (Mr) 

Lupus Erythematosus Disseminatus see Lupus 
Erythematosus, Systemic 

Lupus Erythematosus, Systemic 

antinuclear antibodies, prognostic significance 
of nuclear immunofluorescent patterns in 
[Burnham] 203 (Fe) 

diagnosis of, importance of antinuclear anti- 
body titers and peripheral staining patterns 
[Nisengard] 1298 (Oc) 

immunofluorescent staining, therapy [Plantilla] 
120 (Ja) 

Kaposi sarcoma (letter) [Goette] 656 (My) 

profundus following thrombocytopenic purpura 
[Zweiman] 347 (Mr) 

soft-tissue calcification in 
(Mr) 

uses for immunofluorescence tests of skin and 
sera, utilization in diagnosis of, cooperative 
study, 371 (Mr) 

Lyell Syndrome see Epidermal Necrolysis, 
Toxic 

Lymphangiectasis 

due to scleroderma (letter) [Tuffanelli] 1216 
(Se) 

Lymphangioma 

angiolymphoid hyperplasia with eosinophilia 
[Dantzig] 1064 (Au) 

Lymphangiosarcoma 

arising in congenital lymphedema [Laskas] 
86 (Ja) 

Lymphangitis 

caused by cantharidin (letter) [Dilaimy] 1073 
(Au) 

nonvenereal sclerosing, of penis [Fiumara] 902 
(Jy) 

Lymphatic Metastasis 

pedunculated malignant melanoma [Niven] 755 
(Je) 

‘Lymphatic System 

perilymphatic atrophy of skin 
kuchi] 795 (Je) 

Lymphedema 

congenital, lymphangiosarcoma 
[Laskas] 86 (Ja) 


[Quismorio] 352 


(letter) [Ki- 


arising in 
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Lymphocytes 


normal human, production of Sézary-like cells 


from [Yeckley] 29 (Ja) 

Lymphocytoma see Lymphosarcoma 

Lymphoma 

cutaneous pseudolymphoma resulting from an- 
tigen injections (letter) [Samuelson] (reply) 
[Ackerman] 925 (Jy) 

lymphomatoid granulomatosis of skin, new 
clinicopathologic entity [Minars] 493 (Ap) 

Lymphosarcoma 

graft vs host reaction, ultrastructural study 
[De Dobbeleer] 1597 (De) 

lymphocytoma or palpable migratory arciform 
erythema [Baylor College of Medicine] 121 
(Ja) 

porphyria cutanea tarda associated with (let- 
ter) [Rayhanzadeh] 129 (Ja) 

Lysosomes 

immunocytochemical localization of cathepsin 
D in rabbit skin [Lazarus] 1150 (Se) 


M 
Maduromycosis 
Nocardia brasiliensis mycetoma [Roe] 1371 
(Oc) 


Nocardia brasiliensis mycetoma: treatment 
with co-trimoxazole (letter) [Maibach] 656 
(My) 

restoration of bones in mycetoma [Kamalam] 
1178 (Se) 

treatment of nocardial mycetoma with tri- 
methoprim and sulfamethoxazole [Nitidand- 
haprabhas] 1345 (Oc) 

Magnesium Oxide 

milk of magnesia treatment for acne (letter) 
[Sigal] 132 (Ja) 

Malpractice 

medical, crisis in, report of Medical Liabilities 
Commission [Tuffanelli] 780 (Je) 

survey of claims in dermatology [Altman] 641 
(My) 

Mange, Sarcoptic see Scabies 

Mast Cell Sarcoma see Sarcoma, Mast Cell 

Mastocytoma see Sarcoma, Mast Cell 

Mechlorethamine 

desensitization in therapy for mycosis fun- 
goides, topical desensitization to contact hy- 
persensitivity [Constantine] 484 (Ap) 

in psoriasis, further attempts to induce immu- 
nological tolerance [Breza] 1438 (No) 

Medical Liabilities Commission 

report, crisis in medical malpractice [Tuf- 
fanelli] 780 (Je) 

Medicine in Art 

facial hemiatrophy in art (letter) [Goldman] 
263 (Fe) 

Medicolegal Task Force 

survey of malpractice claims in dermatology 
[Altman] 641 (My) 

MEETING REVIEW 

International Society of Tropical Dermatology 
[Canizares] 1359 (Oc) 

Melanin 

melanization and therapy for psoriasis (letter) 
[Okun] 928 (Jy) 

Melanocytes 

pseudomelanoma, recurrent melanocytic nevus 
following partial surgical removal [Korn- 
berg] 1588 (De) 

Melanoma 

desmoplastic malignant [Frolow] 753 (Je) 

malignant, developing from intradermal nevus 
(letter) [Gartmann] (reply) [Okun] 1365 
(Oc) 

malignant, diagnostic accuracy in [Kopf] 1291 
(Oc) 

malignant, from thermal burn scar (letter) 
[Gellin] 1214 (Se) 

malignant, microcytotoxicity and serum block- 
ing factors in halo nevus and [Roenigk] 720 
(Je) 

multiple primary cutaneous [Beardmore] 603 
(My) 

pedunculated malignant [Niven] 755 (Je) 

pseudomelanoma, recurrent melanocytic nevus 
following partial surgical removal [Korn- 
berg 1588 (De) 

Metacarpus 

pseudopseudohypoparathyroidism with fibrous 
dysplasia [Solomon] 90 (Ja) 

Metastasis see Neoplasm Metastasis 

Metatarsus 

pseudopseudohypoparathyroidism with fibrous 
dysplasia [Solomon] 90 (Ja) 

Methenamine 

topical therapy for hyperhidrosis [Cullen] 1158 
(Se) 


Methotrexate V 


complications during therapy for psoriasis (let- 


ter) [King] 131 (Ja) 

esters, effects on normal and psoriatic skin 
[Weinstein] 471 (Ap) 

Methylene Blue 

and light therapy for herpes simplex (letter) 
[Chang] 265 (Fe) 

eczema herpeticum, treatment with light and 
[Chang] 1174 (Se) 

Metronidazole 

therapy for cutaneous leishmaniasis [Peder- 
sen] 1343 (Oc) 

Metropolitan Dermatological Society cf Los 
Angeles 

March 13, 1974, transactions, 1062 (Au) 

Metyrapone 

long-term intramuscular administration of tri- 
amcinolone acetonide, effect on hypotaalam- 
ic-pituitary-adrenal axis [Carson] 1585 
(De) 

Micatin see Miconazole 

Michigan Dermatological Society 

Nov 13, 1973, transactions, 389 (Mr) 

Feb 13, 1974, transactions, 535 ( Ap) 

Miconazole 

therapy for endemic fungal disease [Fulton] 
596 (My) 

Microscopy 

psoriasis, changes in surface microtopozraphy 
[Tring] 476 (Ap) 

Microscopy, Electron 

analysis of colloid milium [Hashimoto] 4€ (Ja) 

cutis laxa, ultrastructural and biochemical 
studies [Hashimoto] 861 (Jy) 

epidermolysis bullosa acquisita with studies us- 
ing [Gibbs] 215 (Fe), (letter) [ Woerdeman] 
1658 (De) 

milker's nodules [Leavell] 1307 (Oc) 

prurigo nodularis [Feuerman] 1472 (No) 

scanning, photomicrograph of scabies letter) 
[Rower] 1535 (No) 

Microsporum 

use of immunofluorescence staining in kerion 
[Imamura] 906 (Jy) 

Milia 

syndrome of trichoepitheliomas, cylir dromas 
and [Rasmussen] 610 (My) 

Milker's Nodes see Poxvirus Infections 

Miller, Hiram E. (1890-1947) 

dermatologists of San Francisco, 1870 to 1920 
[Rees] 1377 (Oc) 

Mineral Oil 

generalized paraffinoma ( sclerosing lipogranu- 
loma) [Urbach] 660 (My) 

Minocin see Minocycline 

Minocycline 

in staphylococcal soft-tissue infections [Raff] 
874 (Jy) 

Mintezol see Thiabendazole 

Monilia see Candida 

Moniliasis 

candidiasis and multiple endocrinopatny with 
oral squamous cell carcinoma comp ications 
[Richman] 625 (My) 

lichen planus of mouth and vulva with chronic 
candidiasis [Livingood] 535 (Ap) 

Montgomery, Douglass W. ( 1859-1941) 

dermatologists of San Franciseo, 1870 to 1920 
[Rees] 1377 (Oc) 

Morphea see Scleroderma, Circumscribed 

Morrow, Howard (1875-1941) 

dermatologists of San Francisco, 1870 to 1920 
[Rees] 1377 (Oc) 

Mouth 

lichen planus of mouth and vulva witk chronic 
candidiasis [Livingood] 535 (Ap) 

Mouth Neoplasms 

candidiasis and multiple endocrinopathy with 
oral squamous cell carcinoma complications 
[Richman] 625 (My) 

congenital unilateral 
[Fellner] 769 (Je) 

Peutz-Jeghers syndrome with pigmented oral 
papillomas [Lowe] 503 (Ap) 

Mucin 

lichen myxedematosus, dermal infiltrative dis- 
order responsive to cyclophosphamide ther- 
apy [Howsden] 1325 (Oc) 

Mucous Membrane 

hypopharyngeal and laryngeal involvement with 
Darier disease [Dellon] 744 (Je) 

multiple mucosal neuroma syndrome (letter) 
[Burgdorf] (reply) [Hurwitz] 931 (Jy) 

Mummified Mixed Tumor see Neoplasms, Em- 
bryonal and Mixed 


benign  papilomatosis 
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«Muscles 
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dermatomyositis in 6 patients without initial 
involvement of [Krain] 241 (Fe); correction, 
538 (Ap) 

Myasthenia Gravis 

pemphigus and [Maize] 1334 (Oc) 

Mycetomsa see Maduromycosis 

Mycobacterium infections 

Mycobacterium | marinum 
[Turner] 525 (Ap) 

Mycoses 

miconazole therapy for endemic fungal disease 
[Fulton] 596 (My) 

Mycosis Bungoides 

combined chemotherapy COP in treatment of 
(letter) [Leavell] 796 (Je) 

cooperative study, 457 (Ap) 

in a 16-year-old-girl [Shelley] 661 (My) 

mechlorethamine desensitization in therapy for, 
topical desensitization to contact hypersensi- 
tivity [Constantine] 484 (Ap) 

premycotie [Sturman] 534 (Ap) 

sea-blue histiocytes in [Robinowitz] 1165 (Se) 

treatment with topical nitrosourea compounds 
[Zackheim] 1564 (De) 

Myelofibr»sis 


infection (letter) 


macular amyloidesis associated with (letter) 
[Coskey! 929 (Jy) 

Myeloid Metaplasia 

macular amyloidesis associated with (letter) 


[Coskey! 929 (Jy) 

Myositis 

Kaposi sarcoma and polymyositis, affiliations 
omitted (letter) [Dantzig] 1069 (Au) 

Myxedema 

lichen myxedematosus, dermal infiltrative dis- 
order responsive to cyclophosphamide ther- 
apy [Howsden] 1325 (Oc) 


pretibial, intralesional triamcinolone therapy 
for [Lang] 197 (Fe) 
N 
Nails 
anonychia with ectrodactyly [Rahbari] 1482 
(No) 


dermatomyositis (letter) [Yaffee] 929 (Jy) 

leukonychia totalis, multiple sebaceous cysts, 
and renal calculi, a syndrome [Buskell] 899 
(Jy) 

unusual fereign body secondary to nail injury 
(letter) [Wilkinson] 525 (Ap) 

Nasal Polyps 

Peutz-Jeghers syndrome with pigmented oral 
papillomas [Lowe] 503 (Ap) 

National Program for Dermatology see also 
AAD/NPD REPORT 

DermLit, year’s experience with computerized 
literature search service [Levit] 1355 (Oc) 

mycosis fungoides cooperative study, 457 (Ap) 

survey of malpractice claims in dermatology 
[Altman] 641 (My) 

systemic antibioties for treatment of acne vul- 
garis, efüicacy and safety [Ad Hoc Commit- 
tee on Use of Antibiotics] 1630 (De) 

Necrosis 

necrotizing vasculitis [Bean] 121 (Ja) 

necrotizing vasculitis, etiologic aspects of im- 
munology and coagulopathy [Handel] 847 
(Jy) 

nodular subcutaneous fat, manifestation of 
silent pancreatitis [Bennett] 896 (Jy) 

subcutaneous fat, associated with pancreatic 
disease [Hughes] 506 (Ap) 

Negroes 

new formula for depigmenting human skin 
[Kligman] 40 (Ja) 

Neoplasm Metastasis 

erythema gyratum repens with metastatic 
adenocarcinoma [Skolnick] 227 (Fe) 

renal, simulating Kaposi sarcoma, radionuclide 
scanning, aid im diagnosis and treatment 
planning [Rogow] 717 (Je) 

umbilical, from carcinoma of stomach, Sister 
Joseph’smodule |Samitz] 1478 (No) 

Neoplasm Recurrence, Local 

multiple sequential skin cancers, risk of skin 
cancer in patients with previous skin cancer 
[Bergstresser] 995 (Au) 

Neoplasms 

acquired ichthyosis, sign of nonlymphoprolifer- 
ative melignant disorders [Flint] 1446 (No) 

congenital and genetic disorders associated with 
malignant and nonmalignant tumors (letter) 
[Reed] 525 (Ap) 

malignant, bullous pemphigoid associated with 
[Stone] 991 (Au) 

mycosis fumgoides cooperative study, 457 (Ap) 
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Neoplasms—Continued 

spiny palmar keratosis associated with (letter) 
[Barsky] 1214 (Se) 

Neoplasms, Embryonal and Mixed 

mummified cutaneous mixed tumor [Tsoitis] 
194 (Fe) 

Neoplasms, Multiple Primary 

cutaneous melanomas [Beardmore] 603 (My) 

multiple basal cell carcinoma and internal 
malignant tumors [Meller] 584 (My) 

multiple basal cell carcinomas of skin, treat- 
ment with curettage [Reymann] 877 (Jy) 

Neoplasms, Vascular Tissue 

tumor angiogenic factor and human skin tu- 
mors [Wolf] 321 (Mr) 

Neuralgia 

post-herpes zoster, response to vitamin E ther- 
apy (letter) [Cochrane] (reply) [Ayres] 396 
(Mr) 

Neurofibromatosis 

[Krull] 535 (Ap) 

Neuroma 

multiple mucosal neuroma syndrome (letter) 
[Burgdorf] (reply) [Hurwitz] 931 (Jy) 

Neutrophils 

acute febrile neutrophilic dermatosis 
syndrome) [Greer] 1461 (No) 

incontinentia pigmenti and defective neutro- 
phil chemotaxis [Dahl] 1603 (De) 

Nevus 

comedonicus (letter) [Rodriguez] 1363 (Oc) 

hypochromic, inheritance question (letter) 
[Coupe] (reply) [Cram] 394 (Mr) 

intradermal, malignant melanomas developing 
from (letter) [Gartmann] (reply) [Okun] 
1365 (Oc) 

nevoid follicular epidermolytic hyperkeratosis 
[Plewig] 223 (Fe) 

unilateral nevoid telangiectasia with gastric 
involvement [Anderton] 617 (My) 

Nevus, Pigmented 

eruptive nevi (letter) [Coskey] 1658 (De) 

halo, microcytotoxicity and serum blocking 
factors in malignant melanoma and [Roe- 
nigk] 720 (Je) 

pseudomelanoma, recurrent melanocytic nevus 
following partial surgical removal [Korn- 
berg] 1588 (De) 

speckled nevus [Mopper] 389 (Mr) 

New England Dermatological Society 

Sept 11, 1974, transactions, 1064 (Au) 

Nov 6, 1974, transactions, 1526 (No) 

New York Academy of Medicine 

Section on Dermatology, May 7, 1974, transac- 
tions, 120 (Ja) 

NEWS AND NOTES 

137 (Ja), correction, 364 (Mr); 277 (Fe); 403 
(Mr); 588 (Ap); 664 (My); 801 (Je); 938 


(Sweet 


(Jy); 1224 (Se); 1382 (Oc); 1540 (No); 
1672 (De) 

Niacinamide see Nicotinamide 

Nicotinamide 


niacinamide and riboflavin, treatment of acne 
vulgaris and rosacea (letter) [Jablonska] 
929 (Jy) 

Nitrogen 

liquid, ulnar neuropathy after cryotherapy us- 
ing [Finelli] 1340 (Oc) 

Nitrogen Mustard see Mechlorethamine 

Nitrosourea Compounds 

topical, treatment of mycosis fungoides with 
[Zackheim] 1564 (De) 

Nocardia Infections 

mycetoma, treatment with trimethoprim and 
sulfamethoxazole [Nitidandhaprabhas] 1345 
(Oc) 

N brasiliensis mycetoma [Roe] 1371 (Oc) 

N brasiliensis mycetoma: treatment with co- 
trimoxazole (letter) [Maibach] 656 (My) 

Nomenclature 

solecism, singular form of 
[Derbes] 1215 (Se) 

Nose Neoplasms 

giant keratoacanthoma [Rapaport] 73 (Ja) 


scabies (letter) 


(0) 

Obituaries 

in English journals before 1973, bibliography 
of secondary sources on history of dermatol- 
ogy [Parish] A-L, 1036 (Au); M-Z, 1188 
(Se) 

Occlusive Dressings 

double-blind comparison of halcinonide and 
betamethasone valerate, use in psoriasis with 
[Clark] 731 (Je) 


Occupational Diseases 

milker’s nodules, pathogenesis, tissue cultu 
electron microscopy, and calf inoculati 
[Leavell] 1307 (Oc) 

Ointments 

contact dermatitis due to perfume in Mycol 
cream (letter) [Coskey] 131 (Ja); corr 
tion, 544 (Ap) 

corticosteroid, therapy with keratolytic gela 
(letter) [Baden] 1536 (No) 

hydrophilic, new formula for depigmenti 
human skin [Kligman] 40 (Ja) 

Oncovin see Vincristine 

Oral Manifestations 

Raynaud disease with [Giunta] 78 (Ja) 

Oriental Sore see Leishmaniasis 

Ovarian Neoplasms 

cystadenoma, erythema annulare centrifum 
with (letter) [Ikada] 1537 (Mo) 

Oxygenation, Hyperbaric see Hyperbaric O 
genation 

Oxyphenbutazone 

fixed skin eruption caused by, with cross- 
activity to phenylbutazone (letter) [Pand 
131 (Ja) 

P 


Pachydermodactyly 

variant of true knuckle pad (letter) [Vert 
524 (Ap) 

Pancreatic Neoplasms 

subcutaneous fat necrosis 
[Hughes] 506 (Ap) 

Pancreatitis 

silent, nodular subcutaneous fat necrosis, m: 
festation of [Bennett] 896 (Jv) 

subeutaneous fat necrosis associated ^ 
[Hughes] 506 (Ap) 

Panniculitis, Nodular Nonsuppurative 

acute, generalized, with amylase and lipas 
skin [Fórstróm] 497 (Ap) 

granulomatous, in erythema nodosum [. 
stróm] 335 (Mr) 

responsive to high-dose tetracycline the 
[Sturman] 533 (Ap) 

Papilloma 

congenital unilateral benign papillomatosi 
mouth [Fellner] 769 (Je) 

pigmented oral, Peutz-Jeghers syndrome 
[Lowe] 503 (Ap) 

Parabens 

paraben-induced dermatitis (letter) [Fis 
657, (reply) [Nuss] 658 (My) 

Paraffin 

generalized paraffinoma (scleresing lipogr 
loma) [Urbach] 660 (My) 

Parahydroxybenzoic Acid see Farabens 

Patch Tests see Skin Tests 

Pathology 

importance of being visually literate, art 
science of making morphological diag 
in dermatology [Jackson] 632 (My) 

Pemphigus 

and myasthenia gravis [Maize] 1334 (Oc) 

bullous pemphigoid and associated malig 
neoplasms [Stone] 991 (Au) 

chronic nonhereditary blistering disease in 
dren [Bean] 110:941 (De); correction, 
502 (Ap) 

involving eyes [Bean] 1484 (No? 

vs acantholytic herpetiform dermatitis (le 
[Alexander] 794 (Je) 

vulgaris [Highton] 1063 (Au) 

Penicillin 

fixed drug eruption due to 
791 (Je) 

Penis 

nonvenereal sclerosing lymphangitis of 
mara] 901 (Jy) 

urethral diverticulum presenting as penil 
(letter) [Anderton] 523 (Ap) 

Peptide Hydrolases 

protease inhibitors in plasma of patients 
chronic urticaria [Doeglas] 979 (Au) 
rection, 1339 (Oc) 

Perfume 

in Mycolog cream, contact dermatitis « 
(letter) [Coskey] 131 (Ja); correctio 
(Ap) 

Peutz-Jeghers Syndrome 

with pigmented oral papillomas [Lowe 
(Ap) 

Phalangeal Joint see Finger Joint 

Pharynx 

hypopharyngeal and laryngeal involvemer 
Darier disease [Dellon] 744 (Je) 


associated 3 


(letter) [Co 


Subject Index 


ES 


Phenylbutazone 

fixed skin eruption caused by oxyphenbutazone 
with cross-reactivity to (letter) [Pandhi] 
131 (Ja) 

Pheochromocytoma 

multiple mucosal neuroma syndrome (letter) 
[Burgdorf] (reply) [Hurwitz] 931 (Jy) 

Philadelphia Dermatological Society 

Oct 19, 1973, transactions, 662 (My) 

Nov 16, 1973, transactions, 920 (Jy) 

Jan 18, 1974, transactions, 1062 (Au) 

Phosphatases 

pseudoxanthoma  elasticum 
tasia [Eng] 271 (Fe) 

Photosensitization 

chlorpromazine causing (letter) [Raffle] 1364 
(Oc) 

chlorpromazine  photoallergy, coexistence of 
mediate and delayed type [Horio] 1469 
(No) «p: 

fixed long ultraviolet eruption [Emmett] 212 
(Fe) 

quinidine photosensitivity [Pariser] 1440 (No) 

reaction to vinblastine [Breza] 1168 (Se) 

tar phototoxicity and phototherapy for psoria- 
sis [Tanenbaum] 467 (Ap) 

Piedra see Mycoses 

Pigmentation 

new formula for depigmenting human skin 
[Kligman] 40 (Ja) 

Pigmentation Disorders 

incontinentia pigmenti achromians [Griffiths] 
751 (Je) 

incontinentia pigmenti and defective neutrophil 
chemotaxis [Dahl] 1603 (De) 


in hyperphospha- 


incontinentia pigmenti in newborn infant 
[Owens] 120 (Ja) 
incontinentia pigmenti in newborn infant, 


first stage [Castrow] 121 (Ja) 

incontinentia pigmenti in 314-month-old girl 
[Segal] 389 (Mr) 

incontinentia pigmenti 
[Bargman] 1606 (De) 

ioderma caused by amiodarone (letter) [Por- 
ters] 1656 (De) 

variegate porphyria 
(Jy) 

Pituitary-Adrenal System 

long-term intramuscular administration of tri- 
amcinolone acetonide, effect on hypothalam- 
ic-pituitary-adrenal axis [Carson] 1585 (De) 

Pityriasis Versicolor see Tinea Versicolor 

Placebos 

clindamycin vs, as adjunctive therapy in mod- 
erately severe acne [Christian] 997 (Au) 

Pneumonia 

low-dosage cytarabine therapy for herpes zoster 
with [Baron] 910 (Jy) 

Polymyositis see Myositis 

Porokeratosis see Keratosis 

Porphyria 

cutanea tarda associated with lymphosarcoma 
(letter) [Rayhanzadeh] 129 (Ja) 

cutanea tarda in young women (letter) [Gii- 
chrest] 263 (Fe) 

variegate (letter) [Wechsler] 926 (Jy) 

Poxvirus Infections 

milker's nodules, pathogenesis, tissue culture, 
electron microscopy, and calf inoculation 
[Leavell] 1307 (Oc) 

Precancerous Conditions 

Bowen disease associated with porokeratosis of 
Mibelli [Coskey] 1480 (No) 


in 21-year-old man 


(letter) [Wechsler] 926 


Prednisone 

combined chemotherapy COP in treatment of 
mycosis fungoides (letter) [Leavell] 796 
(Je) 

Pregnancy 


porphyria cutanea tarda in young women (let- 
ter) [Gilchrest] 263 (Fe) 
Pregnancy Complications, Infectious 


herpes zoster in early pregnancy (letter) 
[Jackson] 1658 (De) 

Pressure 

acne mechanica [Mills] 481 (Ap) 

bullae due to (letter) [Voron] (reply) 


[Keusch] 528 (Ap) 

mechanical, alteration of hypertrophic scars 
induced by [Kischer] 60 (Ja) 

PreSun see Aminobenzoic Acids 

Prisoners 

miconazole therapy for endemic fungal dis- 
ease [Fulton] 596 (My) 

Proteases see Peptide Hydrolases 

Proteolytic Enzymes see Peptide Hydrolases 

Prurigo 

nodularis, histological and electron microscop- 
ical study [Feuerman] 1472 (No) 
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Pruritus 

pruritic maculopapular skin lesions in sar- 
coidosis, unusual clinical presentation [Fong] 
362 (Mr) 

sign of Leser-Trélat (letter) [Gitlin] 792 (Je) 

Pseudopseudohypoparathyroidism 

with fibrous dysplasia [Solomon] 90 (Ja) 

Pseudotuberculosis see Sarcoidosis 

Pseudoxanthoma Elasticum 

in hyperphosphatasia [Eng] 271 (Fe) 

Psoriasis 

azaribine therapy for evaluation of potential 
effects on liver and other organ systems 
[Keefer] 853 (Jy) 

changes in surface microtopography [Tring] 
476 (Ap) 

complications during methotrexate therapy for 
(letter) [King] 131 (Ja) 

double-blind comparison of halcinonide and 
betamethasone valerate, use with occlusive 
dressings in [Clark] 731 (Je) 

effects of methotrexate esters on normal and 
psoriatic skin [Weinstein] 471 (Ap) 

histocompatibility (HL-A) antigens in [Kru- 
lig] 857 (Jy) 

liver disease in psoriatics (letter) [Yaffee] 524 
(Ap) 

mechlorethamine in, further attempts to induce 
immunological tolerance [Breza] 1438 (No) 

melanization and therapy for (letter) [Okun] 
928 (Jy) 

no cell-mediated autohypersensitivity in (let- 
ter) [Robinowitz] 1074 (Au) 

on tumor [Paslin] 622 (My) 

recalcitrant topical colchicine therapy for 
[Kaidbey] 33 (Ja) 

skin changes secondary to hydroxyurea therapy 
[Kennedy] 183 (Fe) 

tar phototoxicity and phototherapy for [Tanen- 
baum] 467 (Ap) 

therapy with keratolytic gel and corticosteroid 
ointment (letter) [Baden] 1536 (No) 

topical colchicine therapy (letter) [O'Connell] 
(reply) [Kligman] 1213 (Se) 

treatment with 6-aminonicotinamide 
heim] 880 (Jy) 

treatment with topically applied tretinoin and 
steroid ointment [Kaidbey] 1001 (Au) 

ultraviolet light therapy for ( letter) [Tanen- 
baum] (reply) [Stern] 397 (Mr) 

Purpura 

Gardner-Diamond syndrome with multiple 
glomus tumors [Pearson] 893 (J y) 

Purpura, Thrombopenic 

hemangioma-thrombocytopenia syndrome dis- 
seminated intravascular coagulopathy [Lang] 
105 (Ja); correction, 636 (My) 

lupus erythematosus profundus 
[Zweiman] 347 (Mr) 

Pus see Suppuration 

Pyoderma 

bacterial skin infections in preschool and school 
children in coastal Tanzania [Masawe] 1312 
(Oc) 

gangrenosum and rheumatoid arthritis [Stol- 
man] 1020 (Au) ? 

gangrenosum, hyperbaric oxygen therapy for 
(letter) [Fuhrman] 657 (My) 

Pyrimidines 

allergic cóntact dermatitis caused by idoxuri- 
dine, patterns of cross reactivity with other 
analogues of [Amon] 1581 (De) 


[Zack- 


following 


Q 


Quincke Edema see Angioneurotic Edema 
Quinidine 
photosensitivity [Pariser] 1440 (No) 


Radicular Nerve 

sensory radicular neuropathy 
(Je) 

Radioactivity 

radon seed implants, residual activity after 33 
years [Goldstein] 757 (Je) 

Radioisotope Scanning 

renal metastases simulating Kaposi sarcoma, 
aid in diagnosis and treatment planning 
[Rogow] 717 (Je) 

Radiotherapy 

FDA Drug Bulletin-Radiation 
stein] 925 (Jy) 

ionizing, in dermatology, current use in US and 
Canada [Goldschmidt] 1511 (No) 


[Stanley] 760 


(letter) [Ep- 


Radon 2 
seed implants, residual radioactivity after 33 


Oye uisi 4 


years [Goldstein] 757 (Je) 

Raynaud Disease 

with oral manifestations [Giunta] 78 (Ja) 

Recklinghausen Disease of Nerve see Neuro- 
fibromatosis 

Regensburger, Alfred E. (1851-1928) 

dermatologists of San Francisco, 1870 to 1920 
[Rees] 1377 (Oc) 

Respiratory System 

macular amyloidosis with localized amyloidosis 
of upper air passages [Gottschalk] 1017 (Au) 

Retinoic Acid see Tretinoin 

REVIEW 

systemic antibiotics for treatment of acne vul- 
garis, efficacy and safety [Ad Hoc Commit- 
tee on Use of Antibiotics] 1630 (De) 

Reviewers 

for 1974 [Epstein] 579 (My) 

Riboflavin 

niacinamide with, treatment of acne vulgaris 
and rosacea (letter) [Jablonska] 929 (Jy) 

Rodent Ulcer see Carcinoma, Basal Cell 

Rosacea 

treatment of acne vulgaris and ( letter) [Ja- 
blonska] 929 (Jy) 

Rubber 

allergic contact dermatitis to underwear elastic 
chemically transformed by laundry bleach 
[Jordan] 593 (My) 


Salicylic Acid 

percutaneous absorption of [Taylcr] 740 (Je) 

San Francisco Dermatological Society 

Nov 9, 1974, transactions, 1372 (Oc) 

Sarcoidosis 

immunologie studies in patients with crypto- 
coccosis and [Belcher] 711 (Je) 

pruritic maculopapular skin lesions in, unusual 
clinical presentation [Fong] 362 (Mr) 

secondary syphilis and (letter) [MeMillan] 264 
(Fe) 

tuberculoid leprosy vs [Greenbaum] 660 (My) 

Sarcoma, Kaposi 

acquired ichthyosis in 
1213 (Se) 

advanced, chemotherapy for [Lanzotti) 1331 
(Oc) 

and polymyositis, affiliations omitted (letter) 
[Dantzig] 1069 (Au) 

arteriovenous malformation 
ter) [Amon] 1656 (De) 

granuloma like, and posterosive syphiloid (let- 
ter) [Jackson] (reply) [Uyeda] 1071 (Au) 

pseudo-Kaposi sarcoma (letter) [Stewar-] 1071 
(Au) 

renal metastases simulating, radionuclide scan- 
ning, aid in diagnosis and treatmen- plan- 
ning [Rogow] 717 (Je) 

systemic lupus erythematosus and 
[Goette] 656 (My) 

Sarcoma, Mast Cell 

juvenile xanthogranuloma and urticaria pig- 
mentosa [De Villez] 365 (Mr) 


(letter) [Krakowski] 


resembling (let- 


(letter) 


Scabies 

histological study of inflammatory lesions 
[Hejazi] 37 (Ja) 

scanning electron photomicrograph ‘letter ) 
[Rower] 1535 (No) 

solecism, singular form of scabies tletter) 


[Derbes] 1215 (Se) 

today's [Orkin] 1431 (No) 

Scalded Skin Syndrome see Epidermal Ne- 
crolysis, Toxic 

Scalp 

adenoid cystic carcinoma of ( letter) [Boggio] 
793 (Je) 

bitemporal aplasia cutis congenita, citation er- 
ror (letter) [Coupe] (reply) [Rudolph] 658 
(My) 

Scars see Cicatrix 

Schaumann Disease see Sarcoidosis 

Schwann Cells 

prurigo nodularis, histological and electron 
microscopical study [Feuermar] 1472 t No) 

Scleredema Adultorum 

solid edema or scleredema of Buschke? [Spil- 
ler] 122 (Ja) 

Scleroderma, Circumscribed 

anti-single stranded DNA antibodies in (let- 
ter) [Meffert] 129 (Ja) 

disodium etidronate therapy for dystrophic 
cutaneous calcification [Rabens] 357 (Mr) 

linear [Rudolph] 920 (Jy) 

localized, familial [Wuthrich] 98 (Ja) 
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low molecular weight dextran therapy for (let- 


r l ! 


ter) [Johnson] 528 (Ap) 

lymphang eetesis due to (letter) [Tuffanelli] 
1216 (Se) 

morphea in s lXyear-oid girl [Watson] 662 
(My) 

Scleroderma, Systemic 

diagnosis of systemic lupus erythematosus, im- 
portance ef antinuclear antibody titers and 
peripheral staining patterns [Nisengard] 
1298 (Oe) 

familial progressive [Greger] 81 (Ja) 

Sclerosis 

nonvenereal sclerosing lymphangitis of penis 
[Fiumara]902 (Jy) 

Sclerosis, Progressive Systemic see Sclero- 
derma, S 

Sebaceous Glands 

multiple eysts, leukonychia totalis, and renal 
calculi, a syndrome [Bushkell] 899 (Jy) 

Seborrhea 

sign of Leser-Trélat (letter) [Gitlin] 792 (Je) 

Sebum 

analysis by infrared spectroscopy, suppression 
of fatty aeids by systemically administered 
antibiotics [Pablo] 734 (Je) 

SELECTED REVIEW OF THE LITERATURE 

hexachlorcphene— not a ery of “wolf” [Cata- 
lano] 250 (Fe) 

Self Mutilation 

neurotic excoriations 
(Fe) 

Sensation 

sensory radicular neuropathy [Stanley] 760 
(Je) 

Septicemia 

bullae due to pressure (letter) [Voron] (reply) 
[Keusch! 528 (Ap) 

Sex Preselection see Genetic Intervention 

Sézary Cells 

production of cells like, from normal human 
lymphocytes [Yeckley] 29 (Ja) 

Sézary Syndrome 

and acquired ichthyosis [Luscombe] 1062 (Au) 

Silicones 

injectable, treatment of cerns by [Balkin] 1143 
(Se) 

Skin 

acute, a? panniculitis with amylase 
and lipase in [Förström] 497 (Ap) 

apparently normal, in lepromatous leprosy, his- 
topathological findings [Rea] 1571 (De) 

myokymia, skin rippling (letter) [Tonkens] 
130 (Ja) 

normal, effects of topical fluorouracil on [Ze- 
lickson] 1301 (Oc) 


(letter) [Corwin] 265 


perilymphatie atrophy of (letter) [Kikuchi] 
795 (Je) 
rabbit, immunecytochemical localization of 


cathepsin D in [Lazarus] 1150 (Se) 

striated osteopathy in focal dermal hypoplasia 
(letter) [Larrégue] (reply) [Gottlieb] 1365 
(Oc) 

testosterone metabolism in, review of its func- 
tion in androgenetic alopecia, acne vulgaris. 
and idiepathic hirsutism including recent 
studies with antiandrogens [Price] 1496 
(No) 

unilateral wrinkles (letter) [Daniell] 927 (Jy) 

uses for immmnofluorescence tests of sera and, 
utilization im diagnosis of bullous diseases, 
lupus erythematosus, amd certain other der- 
matoses, cooperative study, 371 (Mr) 

white, deseription of skin diseases and (letter) 
[Alexander] 791 (Je) 

Skin Absorption 

percutanecus absorption of 
[Taylor] 740 (Je) 

percutaneous penetration following use of hair 
dyes [Maibach] 1444 (No) 

Skin Diseases 


salicylic acid 


acute febrile neutrophilic dermatosis (Sweet 
syndrome) [Greer] 1461 (No) 

and white skin, description of (letter) [Alex- 
ander] 7^1 :Je) 

bitemporal splasia cutis congenita, citation 
error (letter) [Coupe] (reply) [Rudolph] 
658 (My? 


disodium etidronate therapy for dystrophic 
cutaneous calcification [Rabens] 357 (Mr) 

focal derma! hypoplasia (Goltz syndrome) 
[Solomon] 272 (Fe) 

necrotizing vasculitis, eticlogic aspects of im- 
munology snd coagulopathy [Handel] 847 
(Jy) 

vitamin E treatment of dermolytic bullous der- 
matoses (letter) [Reed] 524 (Ap) 
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Skin Menifestetions — 

changes secondary to hydroxyurea any 
[Kennedy] 183 (Fe) 

in Winchester syndrome, histologic and ultra- 
structural studies [Cohen] 230 (Fe) 

of lightning injury [Bartholome] 1466 (No) 

Skin Neoplasms 

actinic granuloma, annular connective tissue 
disorder affecting sun- and heat-damaged 
(elastotic) skin [O’Brien] 460 (Ap) 

adamantinoid basal cell epithelium, histological 
variant [Lerchin] 586 (My) 

adenoid cystic carcinoma of scalp 
[Boggio] 793 (Je) 

basal cell carcinomas and basal cell carcinoma- 
like changes overlying dermatofibromas 
[Goette] 589 (My) 

cutaneous pseudolymphoma resulting from an- 
tigen injections (letter) [Samuelson] (reply) 
[Ackerman] 925 (Jy) 

desmoplastic malignant melanoma [Frolow] 
753 (Je) 

diagnostic accuracy 
[Kopf] 1291 (Oc) 

Gardner-Diamond syndrome with multiple 
glomus tumors [Pearson] 893 (Jy) 

hemangioma-thrombocytopenia syndrome, dis- 
seminated intravascular coagulopathy [Lang] 
105 (Ja); correction, 636 (My) 

Kaposi sarcoma and polymyositis, affiliations 
omitted (letter) [Dantzig] 1069 (Au) 

keratoacanthoma centrifugum marginatum 
[Weedon] 1024 (Au) 

lymphangiosarcoma arising in congenital lym- 
phedema [Laskas] 86 (Ja) 

lymphomatoid granulomatosis of skin, new 
clinicopathologic entity [Minars] 493 (Ap) 

malignant melanoma from thermal burn scar 
(letter) [Gellin] 1214 (Se) 

malignant melanomas developing from intra- 
dermal nevus (letter) [Gartmann] (reply) 
[Okun] 1365 (Oc) 

multiple basal cell carcinoma and 
malignant tumors [Moller] 584 (My) 

multiple basal cell carcinomas of skin, treat- 
ment with curettage [Reymann] 877 (Jy) 

multiple primary cutaneous melanomas [Beard- 
more] 603 (My) 

multiple sequential cancers, risk of cancer in 
patients with previous skin cancer [Berg- 
stresser] 995 (Au) 

mummified cutaneous mixed tumor [Tsoitis] 
194 (Fe) 

pedunculated malignant melanoma [Niven] 755 
(Je) 

psoriasis on tumor [Paslin] 622 (My) 

syndrome of trichoepitheliomas, milia, 
cylindromas [Rasmussen] 610 (My) 

tumor angiogenic factor and [Wolf] 321 (Mr) 
unusual case of granuloma annulare (letter) 
[Burnett] 931 (Jy) 

Skin Pigmentation see Pigmentation 

Skin Syphilis see Syphilis, Cutaneous 

Skin Tests 

eat-scratch disease, studies of specificity and 
histopathologic features [Czarnetzki] 736 
(Je) 

pustular patch test reactions in atopic der- 
matitis [Uehara] 1154 (Se) 

Skin Ulcer 

hyperbaric oxygen therapy for pyoderma gan- 
grenosum (letter) [Fuhrman] 657 (My) 

livedo vasculitis (vasculitis of atrophie 
blanche), immunohistopathologie study 
[Schroeter] 188 (Fe) 

pyoderma gangrenosum and rheumatoid ar- 
thritis [Stolman] 1020 (Au) 

sensory radicular neuropathy [Stanley] 760 
(Je) 

Smoking 

smokers’ wrinkles (letter) [Daniell] 927 (Jy) 

Soaps 

acne detergicans [Mills] 65 (Ja) 

SOCIETY TRANSACTIONS 

Atlantic Dermatological Conference, April 13- 
14, 1973, 660 (My) 

Chicago Dermatological Society, Nov 19, 1973, 
271 (Fe); Jan 16, 1974, 533 (Ap) 

Houston Dermatological Society, selected case 
presentations, 1972-1973, 120 (Ja) 

Los Angeles Dermatological Society and Metro- 
politan Dermatological Society of Los An- 
geles, March 13, 1974, 1062 (Au); April 10, 
1974, 1371 (Oc) 

Michigan Dermatological Society, Nov 13, 1973, 
389 (Mr); Feb 13, 1974, 535 (Ap) 

New England Dermatological Society, Sept 11, 
1974, 1064 (Au) ; Nov 6, 1974, 1526 (No) 


(letter) 


in malignant melanoma 


internal 


and 


Society Transactions Continued 

New York Academy of Medicine, Section on 
Dermatology, May 7, 1974, 12^ (Ja) 

Philadelphia Dermatological Society, Oct 19, 
1978, 662 (My); Nov 16, 1973, 920 (Jy); Jan 
18, 1974, 1062 (Au) 

San Francisco Dermatological Society, Nov 9, 
1974, 1872 (Oc) 

Spectroscopy see Spectrum Analysis 

Spectrum Analysis 

sebum: analysis by infrared spectroscopy, sup- 
pression of fatty acids by systemically ad- 
ministered antibiotics [Pablo] 734 (Je) 

Stains and Staining 

use of immunoftuoreseence staining in kerion 
[Imamura] 906 (Jy) 

Staphylococcal infections 

soft-tissue, minocycline in [Raff] 874 (Jy) 

toxic epidermal necrelysis (letter) [Rasaqus- 
sen! 658, (reply) [Rudolph] 659 (My) 

toxic epidermal necrolysis (letters) [Rasmus- 
sen] 1073, [Koblenzer] 1074 (Au) 

toxic epidermal necrolysis, rapid differentia- 
tion between staphylococca- and drug-in- 
duced disease [Amon] 1433 (Mo) 

toxic epidermal necrolysis, rewiew of 75 cases 
in children [Rasmussen] 1135 (Se) 

Stomach 

unilateral nevoid telangiectasia with gastric in- 
volvement [Anderton] 617 (My) 

Stomach Neoplasms 

umbilical metastasis from carcinoma, 
Joseph's nodule [Samitz] 1478 (No) 

Streptomyces 

restoration of benes in mycetema [Kamalam] 
1178 (Se) 

Sulfamethoxazole 

treatment of nocardial mycetoma with tri- 
methoprim and [Nitidandhaprabhas] 1345 
(Oc) 

Sulfones 

erythema nodosum leprosum in general hospital 
[Rea] 1575 (De) 

Sunburn 

actinic granuloma, annular connective tissue 
disorder affecting sun- and heat-damaged 
(elastotic) skin [O'Brien] 46@ (Ap) 

Sunlight 

electron microscopical and biocnemical analysis 
of colloid milium [Hashimoto] 49 (Ja) 

limited usefulness of artificial light sources 
(letter) [Fusaro] 394, (reply) [Urbach] 
395 (Mr) 

protection of skin from sun (letter) [Scham- 
berg] 1538 (No) 

Sunscreening Agents 

facial irritation due to sunscreen products (let- 
ter) [Parrish] 525 (Ap), (reply) [Wilson] 
1074 (Au) 

protection of skin from sun (letter) [Scham- 
berg] 1538 (No) 

Suppuration 

pustular patch test reactions in atopic derma- 
titis [Uehara] 1154 (Se) 

Sweat Gland Neoplasms 

dermal duct tumor [Apisarnthanarax] 1171 
(Se) 

Sweating 

topical methenamine therapy fer hyperhidrosis 
[Cullen] 1158 (Se) 

Sweet Syndrome 

acute febrile neutrophilic dermatosis [Greer] 
1461 (No) 

Syphilids see Syphilis, Cutanecus 

Syphilis 

secondary, and sarcoidosis (leter) [McMillan] 
264 (Fe) 

Syphilis, Cutaneeus 

precocious noduloulcerative [Pariser] 76 (Ja) 

Syringoma, Chondroid see Neoplasms, Em- 
bryonal and Mixed 


Sister 


T 


Taussig, Lawrence S. (1890-1949) 

dermatologists of San Francisco, 1870 to 1920 
[Rees] 1377 (Oc) 

Technetium 

renal metastases simulating FKaposi sarcoma, 
radionuclide scanning, aid im diagnosis and 
treatment planning [Rogow] 717 (Je) 

Telangiectasis 

2 unusual complications of topical fluorouracil 
therapy (letter) [Burnett] 393 (Mr) 

unilateral nevoid, with £gastmic involvement 
[Anderton] 617 (My) 
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TEST YOUR KNOWLEDGE 
decreased serum levels of IgM in dermatitis 


Trichoepithelioma 
syndrome of milia, cylindromas and [Rasmus- 


v 


M herpetiformis (letter) [Voron] (reply) sen] 610 (My) Valisone see Betamethasone Vaierate 
`~ [Goldyne] 659 (My) Trichophyton Vascular Diseases 
Testosterone mentagrophytes, topically applied griseofulvin livedo vasculitis (vasculitis of atrophie 
metabolism in skin, review of its function in in prevention and treatment of [Epstein] blanche), immunohistopathologic study 


androgenetic alopecia, acne vulgaris, and 
idiopathic hirsutism including recent studies 
with antiandrogens [Price] 1496 (No) 

Tetracycline 

multiple flat warts due to (letter) [Gould] 930 
(Jy) 

panniculitis: responsive to high-dose therapy 
with [Sturman] 533 (Ap) 

THERAPY REVIEW 

ionizing radiation therapy in dermatology, cur- 
rent use in US and Canada [Goldschmidt] 
511 (No) 

Thiabendazole 

topically, treatment of tinea nigra palmaris 
[Carr] 904 (Jy) 

Thorazine see Chlorpromazine 


1293 (Oc) 

use of immunofluorescence staining in kerion 
[Imamura] 906 (Jy) 

Trimethoprim 

treatment of nocardial mycetoma with sulfame- 
thoxazole and [Nitidandhaprabhas] 1345 
(Oc) 

Tumor Angiogenic Factor 

and human skin tumors [Wolf] 321 (Mr) 


U 


Ulcer see Skin Ulcer 
Ulnar Nerve 


neuropathy after liquid nitrogen cryotherapy 
[Finelli] 1340 (Oc) 


[Schroeter] 188 (Fe) 

necrotizing vasculitis [Bean] 121 (Ja) 

necrotizing vasculitis, etiologic aspects of im- 
munology and coagulopathy [Hande] 847 
(Jy) 

Vasoconstrictor Agents 

tachyphylaxis to action of topically epplied 
corticosteroids [du Vivier] 581 (My) 

Velban see Vinblastine 

Vesication see Blister 

Vinblastine 

photosensitivity reaction to [Breza] 1168 (Se) 

Vincristine 

combined chemotherapy COP in treatment of 
mycosis fungoides (letter) [Leavell] 793 (Je) 

Vision 


Thumb Ultraviolet R defect from chloroquine phosphate (letter) 
anonychia with ectrodactyly [Rahbari] 1482 : OPEP CES [Frankel] 1069 (Au) 

(No) xed long, eruption from [Emmett] 212 (Fe) Vitamin A Acid see Tretinoin 
Thyroid Neoplasms limited usefulness of artificial light sources Vitamin B 2 see Riboflavin 
multiple mucosal neuroma syndrome (letter) (letter) [Fusaro] 394, (reply) [Urbach] 395 Vitamin E 

[Burgdorf] (reply) [Hurwitz] 931 (Jy) (Mr) post-herpes zoster neuralgia, response to ther- 
Tinea orally given indomethacin and blood flow re- apy with (letter) [Cochrane] (reply) 


nigra palmaris, treatment with thiabendazole 
topically [Carr] 904 (Jy) 

Tinea Capitis 

FDA Drug Bulletin-Radiation 
stein] 925 (Jy) 

Tinea Pedis 

symptomatic athlete's foot, aluminum chloride 
in treatment of [Leyden] 1004 (Au) 

Tinea Versicolor 

inverse (letter) [Rudolph] 1213 (Se) 

Tocopherols see Vitamin E 

Tongue 

Raynaud disease 
[Giunta] 78 (Ja) 

Toothpaste see Dentifrices 

Torulosis see Cryptococcosis 

Transplantation 

bone marrow, chronic cutaneous graft-vs-host 
reaction following [Masters] 1526 (No) 

hair, plugs sites as source of immunofluores- 
cence substrate (letter) [Barsky] 1071 (Au) 

Transplantation Antigens see Histocompati- 
bility Antigens 

Tretinoin 

acne aestivalis [Mills] 891 (Jy) 

new formula for depigmenting human skin 
[Kligman] 40 (Ja) 


(letter) [Ep- 


with oral manifestations 


sponse to [Greenberg] 328 (Mr) 

standardization in Goeckerman regimen (let- 
ter) [Weber] 1535 (No) 

therapy for psoriasis (letter) 
(reply) [Stern] 397 (Mr) 

variation of erythema with monochromator 
bandwidth (letter) [Diffey] 1070 (Au) 

Umbilicus 

umbilical metastasis from carcinoma of stom- 
ach, Sister Joseph’s nodule [Samitz] 1478 
(No) 

US Food and Drug Administration 

FDA Drug Bulletin-Radiation (letter) 
stein] 925 (Jy) 

US National Institutes of Health 

mycosis fungoides cooperative study, 457 (Ap) 

Urethra 

urethral diverticulum presenting as penile cyst 
(letter) [Anderton] 523 (Ap) 

Urticaria 

chronic, from isophane insulin therapy, sensi- 
tivity associated with noninsulin components 
in commercial preparations [Shore] 94 (Ja) 

chronic, protease inhibitors in plasma of pa- 
tients with [Doeglas] 979 (Au); correction, 
1339 (Oc) 

contact, from cephalosporins [Tuft] 1609 (De) 


[Tanenbaum] 


[Ep- 


[Ayres] 396 (Mr) 

treatment of dermolytic bullous dermatoses (let- 
ter) [Reed] 524 (Ap) 

Vitamin G see Riboflavin 

Vitamin PP see Nicotinamide 

Vulva 

lichen planus of mouth and vulva with ehronic 
candidiasis [Livingeod] 535 (Ap) 


Ww I 


Warts 

multiple flat, due to tetracycline 
[Gould] 930 (Jy) 

Weber-Christian Disease see  Panniculitis, 
Nodular Nonsuppurative 

Winchester Syndrome 

skin in, histologic and ultrastructural studies 
[Cohen] 230 (Fe) 

Wounds and Injuries 

unusual foreign body secondary to nail injury 
(letter) [Wilkinson] 525 (Ap) 

Wrinkles 

unilateral (letter) [Daniell] 927 (Jy) 


tletter) 


X 


Xanthogranuloma see Granuloma 
Xeroderma see Ichthyosis 


topieally applied, and steroid ointment, treat- contact, from cobalt chloride [Smith] 1610 
ment of psoriasis with [Kaidbey] 1001 (Au) (De) Xerosis 
: : i ^ : from lithium carbonate (letter) [Hoxtel] 1073 
Triamcinolone contact, to diethyltoluamide (immediate-type (Au) 
M intralesional therapy for pretibial myxedema hypersensitivity), syndrome of [Maibach] 
[Lang] 197 (Fe) 726 (Je) 


Triamcinolone Acetonide 

long-term intramuscular administration of, ef- 
fect on hypothalamic-pituitary-adrenal axis 
[Carson] 1585 (De) 

Triazure see Azaribine 
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Urticaria, Giant see Angioneurotic Edema 

Urticaria Pigmentosa 

juvenile xanthogranuloma and [De Villez] 365 
(Mr) 

Uveparotid Fever see Sarcoidosis 


Z 


Zoonoses 

of fleas and foxes (letter) [Rothenborz] 1215 
(Se) 

Zyloprim see Allopurinol 
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The relative stability of Nutraplus® cream and two other commercially 
availabie10% urea cream products was compared by storing the products at 
55° C. for three weeks. The products were poured into petri dishes 

and photographed to show the following results: * 


Product A — yeliow/ brown juct B — gross separation— —  Nutraplus* 
discoloration indicates urea EN. ak-do icates able, uniform and odorless 
MC "n acta MG i l aai eas as 3a TAE REIES ; VE 


cream instability 
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© excellent patient acceptance 
O won t irritate xerotic skin 

“> [ assures full urea potency 
O no unpleasant odor 
O no product discoloration 


Nutraplus *.. 
an improved urea formulation 


Available: Cream; 3 cz. tube, 1 pound jar, Lotion; 8 oz., 16 oz. bottle 


Owen 


Owen Laboratories, Dallas, Texas 75234 
Division of Alcon Laboratories, Inc. 





(©)1975 Atcon Laboratories. Inc. 
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therapeutic bath oil skin lub 
4, 8, and 16 fl. oz. 6.5 and 
shatterproof plastic bottles bottles 
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Buffalo, New York 14213 . 
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